TRANSCRIPT OF PROCEEDINGS

NATIONAL COMMISSION ON AIDS

MEETING OF THE COMMISSIONERS

thru 303 Washington, D.C.
May 7, 1990

MILLER REPORTING COMPANY, INC,
507 C Street, N.E.
Washington, D.C. 20002
5466666




MILLER REPORTING CO., INC.
507 C Sueet, N.E,
Washington, D.C. 20002
(202) 546-6666

NATIONAL COMMISSION ON AIDS

Monday, May 7, 1990

Washington, D.C.

The meeting of the Commissioners of the National
Commission on Acquired Immune Deficiency Syndrome convened at
8:15, a.m., in the Pan American Health Organization Building,
525 23rd Street, N.W., Washington, D.C., Dr. June E. Osborn,

Chairman of the Commission, presiding.




MILLER REPORTING CO,, INC,

$07 C Screer, N.E.
Washington, D.C. 20002
{202) 546-6666

AGENDA
NATIONAL ACADEMY OF SCIENCES OVERVIEW
Samuel O. Thier, M.D., President,
Institute of Medicine
Robin Weiss, M.D., Director, AIDS Activities,
Institute of Medicine
Charles Turner, Ph.D., Director, Committee on AIDS

Research and the Behavioral, Social, and Statistical

Sciences, National Research Council
DRUG DEVELOPMENT AND APPROVAL OVERVIEW

Ellen C. Cooper, M.D., M.P.H., Director, Division
of Antiviral Drug Products, Food and Drug
Administration .-

Gerald Quinnan, M.D., Deputy Director, Center for
Biologics Evaluation and Research, Food and Drug
Administration _

Joel Solomon, Ph.D., Director, Division of Blood and
Blood Products, Center for Biologics Evaluation
and Research, Food and Drug Administration

John C. Petricciani, M.D., Vice President, Medical and

Regulatory Affairs, Pharmaceutical Manufacturers
Association
NATIONAL INSTITUTES OF HEALTH OVERVIEW
Anthony S. Fauci, M.D., Director, Office of AIDS
Research, National Institutes of Health
Philip A. Pizzo, M.D., Chief of Pediatrics, Head,
Infectious Disease Section, National Cancer
Institute
Janet Heinrick, Dr.P.H., R.N., Director, Division of
Extramural Pregrams, National Center for Nursing
Research
COMMUNITY NEEDS AND PERSPECTIVES
Sonia Singleton, Community: Outreach Education and
Prevention Inc., Miami, Florida
Rosa Martinez, Pediatric AIDS Advocate, Tampa,
Florida
Neil Schram, M.D., Chair, AIDS Task Force, American
Association of Physicians for Human Rights
Luis Hernandez, Outreach Assistant Coordinator,
Community Research Initiative, New York
John Caldwell, Project Inform
Jim Eigo, M.F.A., ACT UP
COMMISSION BUSINESS

PAGE

19

55

53

60

67

93

105

117

149

155

163

179

183

190
207




MILLER REPORTING CO., INC.

507 C Street, N.E.
Washingeen, D.C. 20002
{202) 546-6666

PROCEEDINGS

CHAIRMAN OSBORN: Let me ask the Commissioners here
to take their seats. In the interest of a full morning
schedule, I think we should get started.

Several of our Commissioners are not yet in the
room, but we are expecting full attendance, and I think we
will fill them in on what they don't get a chance to hear
directly.

Dr. Rogers is en route, but I think he is not
touching down until 8:15 and I don’t think we should wait.
So if the witnesses will forgive us for a little'bit of slow
arrival, but nevertheless start, we would much appreciate it.
I am absolutely delighted to welcome Dr. Samuel Thier from
the Institute of Medicine, Robin Weiss and Charles Turner
from the Institute of Medicine to start our hearings today .
and bringing the Commission up to date on where things stand
in the biomedical sphere. :

DR. THIER: Thank you, Dr. Osborn and members of
the Commission. We are delighted to be here. We are.also
delighted to see the Commission up and running and as
effective as it is.

The Institute has been interested in and involved




MILLER REPORATING CO., INC.
507 C Streer, N.E.

Washington, D.C. 20002
(202) 546-6666

in the question of AIDS dating back to our annual meeting in
1985 at which time the membership explored the broad spectrum
of questions raised by AIDS and looked at the response that
was occurring from the various sectors in this country, and
concluded that a more systematic analysis of the issues was
worth taking. And we organized a six-month study beginning
in early 1986 which jed to a report called "Confronting AIDS:
Directions for Public Health, Health Care and Research,” and
that was released in the summer of 1986, and it outlined a
strategy for meeting the challenges of the epidemic, both at
the research level and at the public health level.

There was a modest response, at least at the
research level, over the next year, but the response in
general was significantly less than we had hoped for, so in
1987 the Institute of Medicine, with the National Academy of
Sciences, set up an AIDS oversight committee which was
chaired by Ted Cooper from UpJohn and was staffed by Robin

Weiss. This group was both meant to maintain liaison with

outside agencies and communications relative to tracking what

was happening in the epidemic and what responses were, and
within the National Academy complex this group, which

represented not just the Institute but other components of
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the National Research Council, was meant to oversee,
stimulate and review activities. And it worked very closely
then with activities such as that of the Commission on the
Behavioral, Social Sciences and Education, with its Committee
on AIDS Research and the Behavioral, Social and Statistical
Sciences, which Charles Turner oversaw. This coﬁmittee
released another report which updated "Confronting AIDS" in
1988 and provided some new information up to that time, and
again pressed for responses at the national levei.

- Based on that, and further input from our Council,
we delivered to President Bush a white paper, one of four
that the National Academy of Sciences group sent to him
immediately after the election indicating what we hoped would
happen in the response of the government to AIDS. The
recommendations that we made were that the Commission, which
was by that point identified, be put into action as quickly
as possible and supported vigorously; that there be action
taken to protect HIV infected persons from discrimination;
that a comprehensive plan for financing care of those with
HIV infection be put forward; that a greater effort be placed
in the area of substance abuse as a target not only in its

own right, but as a target of prevention for HIV infection;
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that unambiguous educational programs be instituted and
evaluated; that HIV testing and other public health measures
be employed when their purposes were clear and the results
productive; that surveillance efforts be bolstered; and that
people be capable of gathering better information on risk
behavior; and to be sure that the biomedical research
continued to follow fruitful paths, particularly with
attention to drug and vaccine development; and finally, as we
had each time, we pleaded for attention to our international
role in AIDS and our responsibilities in that arena which we
felt had not been taken.

We remain concerned in a number of the areas. We
are delighted that you are in fact up and operating. We are
delighted with the activities relative to discrimination.

But a number of other areas, and particularly the area of the
organization and financing of care, remains an area of major
concern to us. As I said, we are delighted that you are
formed and we are delighted to have the opportunity to talk
to you about what other things we are doing in some detail.
And with that brief overview of the history, let me ask Robin
Weiss to talk to you a bit about what the IOM is doing, and

then Charles Turner will talk to you about what the Committee
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on Behavioral, Social Sciences is doing.

DR. WEISS: Thank you Sam. I’'m pleased to be here
bright and early to tell you about the IOM AIDS activities.
You have received written testimony from us, and also some
other material that describe our studies, and I think Ilcan
be most helpful not by repeating the sort of bare bones
descriptions, the process oriented descriptions of our
studies, but by conveying ﬁhe flavor of what they seek to
accomplish and some of the hard issues that they seek to
address.

First I would like to talk about the study called
"The Evaluation of the NIH AIDS Research Program.” I think
the Academy and the IOM are truly fulfilling their mandated
mission to be a friendly adviser to the government by
undertaking this study, because of its complexity. A
committee of 15 members chaired by William Danforth and
directed by Mike McGeary of Fhe IOM staff began its work in
September of 1989. The committee has been asked to address a
series of questions posed by NIH -- it is NIH who asked us to
conduct this study -- ranging from the adequacy of NIH's
response to the emerging epidemic, so a sort of historical

question about NIH’s response; two, and I think more
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important, the question of the balance of the components of
NIH's current and future AIDS program.

The committee’'s report will be issued in November
of 1990 and I don't want to and can‘t preempt the committee
in talking about conclusions, which in any case haven't been
reached yet. But I do think it would be beneficial to tell
you how the committee has reframed some of the questions that
have been posed, because I think that alone is very
illuminating and may help in your framing your own questions
for the next two days of testimony.

The NIH's AIDS program is probaply leaving an era
of 25 percent funding increases and entering an era more on
the order of 7 percent funding increases, although recent
events in the budget committée make that not necessarily a
certainty, but I think we can be.pretty certain that there
will be a change in the level of funding. And this comes at
a time when we are certainly;told that there are new

scientific opportunities, particularly in the vaccine

research area, which means that these new opportunities will

be vying for a smaller proportion of dollars.
At the same time, our committee sees that NIH is

moving and must move from a sort of reactive phase while they
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were responding to the emerging epidemic to a more
institutionalized management phase which is appropriate to
the recognition that AIDS is a problem that is here, that
isn‘t going away, that will worsen in the coming decade, and
the scientific challenges will certainly remain throughﬁut
this decade and probably beyond.

What mechanism should the program invoke to allow
it to become a stable, institutionalized force within NIH and
yet retain its flexibility and its ability to respond to
changing scientific opportunities and to the ever changing
nature of the epidemic? How should the program be advised,
what should the nature and composition of its advisory bodies
be? And how should this advice synthesize public concern
with scientific judgment? Those are some of the questions
our committee is asking.

Another focus of the committee is the AIDS Clinical
Trial Group. The ACTG, whicP as you know is an unusual
program in some ways in that it is kind of a combination
between a directed program -- it is a cooperative agreement,
so it combines a directed approach where NIAID staff have
some say in the direction of the research -- and an

investigator initiated approach where the scientists at the
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particular sites have a lot of input into the development of
the protocols and into assigning priorities to the research
protocols.

This ACTG program takes up a very large proportion
of NIH AIDS research funding, so it is appropriate to ask how
efficient is the ACTG system, and what should the balance be
between clinical trials -- which is an unusual way for NIH to
be spending such a large amount of research dollars -- and
other priorities in research, for instance vaccine research,
behavioral research, and research in pathogenesis and other
basic sciences which builds our basic knowledge base for
everything that comes after.

And finally, the NIH committee can’t avoid viewing
the health care delivery system through the lens of
scientific research. NIH funded clinical trials take place
at academic centers that also have care missions and care
respeonsibilities. Health care per se is not NIH's mission,
and yet, superimposing research on to what seems to be an
inadequate health care delivery system:creates demands on NIH
to fulfill what seem like implicit care promises.

And I might add, the public I think to some extent

views NIH's response to the epidemic as equal to the federal




MILLER REPORTING CO., INC.
507 C Swreer, N.E.
Washington, D.C. 20002
(202} $46-6666

11
response to the epidemic, so the committee is asking the
question, to what extent does that equation distort NIH's
ability to conduct scientific research, which is in fact its
mission? So I guess one could say that all roads, even the
scientific research road, lead to the question of healtﬂ care
delivery, and our committee is coming to that.

I'd like to move on to the Roundtable for the
Development of Drugs and Vaccines Against AIDS. The
Roundtable is a forum, so it is kind of an unusual activity
for the IOM, which usually constitutes study committees that
make recommendations and then go out of business. The
Roundtable we hope will continue for three years. It is
about in its 15th month now, and it is a forum composed of
leaders from the government, the pharmaceutical industry,
academia, and patient advocates.

Its mission is to speed the process of drug and
vaccine development by grappging with some of the impediments
to that process in the context of a forum. The hope is that
these policymakers, who have a lot of leeway in their own
institutions to make policy, will develop a common language,
learn things together, and then go back to their home bases

where they can implement some of what they have come to
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understand. The Roundtable, as I said, has been in existence
for 15 months, and it has had a very full agenda and has
investigated a number of what I think are very essential
questions.

Its first report was called "The Potential Valﬁe of
Research Consortia in Developing AIDS Drugs and Vaccines."
This report was requested by the PHS in response to a mandate
by Congress, by Kennedy'’s staff, by Kennedy, and the gquestion
was would AIDS drug and vaccine development benefit from a
sort of Manhattan Project style . approach, a question what has
been raised before over the course of the epidemic. And our
workshop that the Roundtable sponsored pretty much concluded
that while all of AIDS drugs and vaccines would not
necessarily benefit from that kind of targeted approach, they
felt that there was certainly some value in duplication and
the kind of different approaches taken by the private sector.

The did feel that Fhere were a couple of topics
that could benefit from a government encouraged
private/public sector consortium approach, because the
natural incentives in those areas did not exist. And those
two areas were the development of animal models which are

generically applicable -- so it is not necessarily in the
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interest of one particular company to develop those models by
themselves, and which are also very expensive to develop --
and opportunistic infection, drugs for opportunistic
infection, thch is another area where at least the
perception is that the market isn’t great enough for theldrug
industry to make very large investments in opportunistic
infection therapy.

In addition theré are other obstacles. There is
probably a lack of trained investigators. Opportunistic
infections are really an array of very different kinds of
infections so they take many different kinds of approaches.
And because of these obstacles, our Roundtable felt that
probably opportunistic infection therapy research would
benefit from a consortium sort of approach.

The second report that the Roundtable issued was
something you I think have in your folders on surrogate end
points. It was titled "SurrPgate Endpoints in Evaluating the
Effectiveness of AIDS Drugs."

Surrogate endpoints are laboratory measures that
might be used to assess the potential effectiveness of
experimental therapies earlier than the "true" endpoints -- I

say that in quotes -- that are usually used in clinical drug
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trials. And in AIDS, those are usually survival time or the
occurrence of opportunistic infections. |

Because these laboratory measures might be

detectable earlier than the true endpoints of interest -- we

~want to know whether a drug prolongs survival or prevents

opportunistic infections, but we have to wait a long time to
see that -- with surrogate endpoints, these laboratory
measures, the hope is that the effectiveness qf a drug could
be judged earlier in its testing process and therefore
approved earlier by the FDA for marketing and gotten out to
patients sooner.

Our Roundtable heard a two-day conference on this
question, and actually the conference itself seemed to come
to some conclusions, one of which was that the level of CD4
positive lymphocytes might be a surrogate endpoint that is
promising enough at this stage for the FDA to use in its
evaluation of experimental tperapies. There are dangers, of
course, to approving a drug and distributing it on the basis
of surrogate endpoints. One is that the drug will actually
turn out to be harmful, because it is not clear yet that the
surrxogate endpoint really measures the true endpoint of

interest. Another is that good drugs might be overlooked if
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the surrogate endpoint was used as the endpoint but the drug
had some other mechanism of action and it really was an
effective drug that looked ineffective by the measure that
the surrogate reflects. But our Roundtable was able to make,
I think, some constructive suggestions to the FDA, and wé
will be pursuing the question in the Roundtable context
between the FDA, the pharmaceutical industry, and the
researchers.

The Roundtable also held workshops on the current
state of vaccine therapy and they will be issuing a report
really for their own use on that workshop to use as the basis
for a further workshop on the logistics and policy related
issues of vaccine research. And also, a conference on
expanded access to investigational therapies, otherwise known
as parallel track, and I can talk more about that in the
question and answer period. There is certainly a lot to say
there, but I think I will maﬁe one point, which is in the
report "Confronting AIDS: Update 1988," our committee
recommended then that the treatment IND, which was the kind
of analog of parallel track in 1988 for getting new
treatments out earlier, be carefully evaluated by an outside

group as soon as enough time had elapsed to allow it to ’
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operate for awhile. And certainly the Roundtable felt that
that is an essential component of the proposed parallel track
program, that it is an experiment and there should be an
evaluation component built in.

A third project I would like to mention is a study
of prenatal and newborn screening for HIV infection. This is
a study committee chaired by Marie McCormick and directed by
Leslie Hardy, that will develop guidelines for instituting
screening of pregnant women and newborns for HIV infection.
They will be considering HIV screening in the light of well
developed screening principles for women and children that
have been applied in other diseases, but with the
understanding that HIV infection is unique and that its
unique character in many ways needs to be also taken into
account.

The committee has held two very animated full
meetings and will sponsor a public conference on this
guestion next Monday ana Tuesday at the Academy auditorium.
The recommendations will make careful distinction between
testing for diagnostic purposes of individuals and screening
programs which really evoke the participation of a state and

a whole mechanism that is much wider than individual
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physicians deciding to test individual patients. And this
particular committee is very cognizant of the history of
screening programs in other diseases, which has its share of
disasters, and also is very carefully examining the potential
medical benefits of early detection of HIV, and I think £hat
they will come up with dynamic recommendations. 1In other
words, not just recommendations that at this point in time
the screening should or shouldn’t be instituted for
particular populations, but recommendations that will help
states dgcide what conditions ought to prevail before they do
embark or particular kinds of screening programs. So I think
it will be applicable now and in the future as the epidemic
changes.

I'd like to mention briefly two more projects of
the Institute of Medicine. One is the International Forum on
AIDS Research, or IFAR, which is a relatively new activity
although it was a long time }n gestation. This is another
forum activity and in this case it is a forum of North
American funders of international research, predominantly in
developing countries. The hope is thét this body will
coordinate, or will help those funders independently

coordinate their research, which often in the past has not




MILLER REPORTING CO., INC.
307 C Street. N.E.

Washingron, D.C. 20002
{202) 546-6666

18
added up to more than the sum of its parts, or even up to a
whole in itself. Many times international research, for
instance in epidemiology, is funded in small bits and those
small bits just don’t add up to give a coherent picture of
what is going on in a country.

An example of the kind of concerns that IFAR will
be addressing is the situation where in a country, for
instance in an African country, well trained investigators of
that country are being pulled in so many different directions
by various funders who are really vying for the participation
of the few very well trained researchers who are in that
country that it becomes a real burden for the host country in
deciding where to go in their own research directions. So we
are hoping that IFAR will be an effective mechanism for some
increased coordination among funders in international
research.

And last, I would like to mention a project that is
not up and running but that we hope to embark on, which is
loocking at stress in AIDS caregivers. We believe, and have
talked in our other reports, about the fact that physicians
and nurses have obligétions to care for HIV infected patients

on the one hand, they face risks that are real in doing so,
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and those risks have been characterized many different ways,
and I think that it is most honest to say that there are
risks and they need to be better understood.

And they also face mounting pressures and
psychological stresses in caring for HIV infected patieﬁts in
a system that is not optimal for deoing so. And we believe
that those three components of AIDS care shoﬁ;d be considered
together in viewing the roie of physicians and nurses and
other health care workers in delivering care. The focus of
this particular study would be how best to support caregivers
in this very essential task of caring for HIV infected
patients.

So I'll stop there. There are some other projects
that may come up in the discussion period, but I am trying to
stay within my allotted time. Thank you.

DR. THIER: Let me let Charles Turner tell you what
they are doing at CBASSE.

DR. TURNER: Thank you, Sam. Like Dr. Thier and
Dr. Weiss, I work at the National Academy of Sciences,
although I work in a different branch at the National
Research Council. Beginning in 1988, the National Research

Council branch that deals with the behavioral, social and
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statistical sciences embarked on a project that was spurred
by "Confronting AIDS," the first IOM report. One of the
primary conclusions of that report was that for the near
future our best hope of preventing the further spread of HIV
in the American population was by persuading large portions
of the population to alter their behavior so that they don’t
expose themselves or éxpose others to HIV infection.

A coreollary of that is that not only are behavioral
and social scienées inherently and necessarily involved in
the most critical tasks in stemming the flow of HIV
infection, but that many of the most important data gathering
techniques that provide the information about the spread of
infection and about the behaviors that transmit infection in
the population derive from the methods and procedures of the
behavioral sciences.

Following from that conclusion, the NRC put
together a large committee apd several panels to summarize
what currently is known about the state of the epidemic, the
spread of HIV infection in the American population, what is
the current state of knowledge concerning the sexual and drug
using behaviors that transmit infection, and what is known

about intervention efforts that might be helpful in halting
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or retarding the spread of HIV.
We worked for about 15 months, and in February of
1989 we issued a report, "AIDS, Sexual Behavior and
Intravenous Drug Use," 600 pages worth, which I believe you
have each received a copy of the executive summary. Rafher

than describe all the various parts and all the various

- operations that are currently ongoing under the auspices of

the committee, of which Don DesJarlais is a member, I would
like to mention just a few of the main points of issue and
the conclusicns the committee drew.

The first concerns the current state of our
understanding of the prevalence of HIV infection in the
American population. This is, we believe, slowly becoming an
issue of considerable political controversy. We have seen in
the last three or four months several major claims that the
epidemic is over. We all know that there are partisan
pelitical interests who woulg like us to believe that the aay
of AIDS is past. It is the conclusion of our committee that
not only has AIDS not passed, nor will it pass-in the near
future, but it is very likely that most of us will be working
on AIDS 10 years from now, and it is quite likely that many

of us, if the history of syphilis and gonorrhea is true,
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regardless of medical breakthroughs, will be concerned about
this problem until the day we retire.

Given that perspective, the committee felt very
strongly that we need to approach the providing of a
substrate of data as a fundamental scientific task that ﬁe
are doing now not only for ourselves and for people who are
confronting the task of controlling the epidemic and
understanding the way it is eyolving today, but providing
that same insight for future generations who will come 10 or
20 years later and want to understand how the epidemic has
changed and where it has moved.

What we found when we looked carefully at the
available estimates of even as simple an elemental fact as
the prevalence of infection -- which is not necessarily the
most important question -- when we looked at the prevalence
of infection in the population, while we did ultimately agree
that a number on the order of one million infected with HIV
as of a year ago was certainly a reasonable estimate, our
review of the statistical underpinnings of the various
methods to produce the different estimates that have been
assembled led us to believe that a number as low as half a

million, or a number as high as two million was consistent
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with the available evidence.

Given that range of variability, there are very
different conclusions one would draw about the near term and
medium term demands the epidemic will make upon various
institptions in the country. It is understandable thatlthe
numbers are, or were soft three or four years ago. It is,
however, equally clear that well targeted, well conducted
studies that draw upon probability samples of well identified
populations are a prerequisite to establishing a statistical
system that will let us understand how the epidemic is
evolving and that will leave investigators 10 years from now
in a better situation than we find ourselves now where we are
largely relying upon seroprevalence data gathered from
convenient samples.

The committee was very concerned that data
collection systems that are now being put in place do not
make maximum use of probabilgty samplings, even when they
target populations that are conveniently available, such as
heospital patients.

We are therefore left with étudies of, for example,
patients at 40 hospitals, or 40 STD clinics, in 30 cities,

rather than samples of hospital patients in 40 cities. The




MILLER REFORTING CO,, iNC.
507 C Soreer. N.E.

Washingon, D.C.° 20002
(202) $46-6666

24
committee believes that rectifying those sorts of design
problems are crucial to providing a better statistical system
to understand how the epidemic is changing over time.

The second major concern the committee had had to
do with the substrate of data upon the sexual and drug ﬁsing
behaviors that transmit HIV. Most of you know that when the
original Cool Font [?] estimates were developed back in 1986,
if you look carefully you will find a footnote that refers to
where the estimate of number of men who have sex with men is
derived from. And the footnote says, Kinsey, et al., 1948,
"Sexual Behavior of the Human Male.”

At the time that that was done, Roy Widis was
directing the IOM project that was producing "Confronting
AIDS," and several of us said to Roy, are you serious, 1948?
And we all know from our methcdology textbooks in the
behavioral sciences that Kinsey was not a prﬁbability sample,
you don't use those sorts ofidata to generate national
estimates. And my God, there must be something better out
there.

Well, the committee as part of its charge took a
good hard look at what was out there and we were able to

unearth another data set from 1970 that gave estimates based
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upon a probability sample which were somewhat different, but
even 1970 estimates are not what we need. What we really
need are_estimates upon the sexual behaviors of the American
populations as they exist now and as they change over time.

Efforts by the National Institutes of Health,‘and
the Public Health Service in general, to provide those
estimates are, as most of you know, currently in limbo. One
might hope that that situation will change and that the
Commission might be a part of changing that situation. .Our
committee recommended very strongly, as have the Presidential
Commission on HIV Infection, the Public Health Service’s own
Charlottesville meeting of last year, two Institute of
Medicine reports, the General Accounting Office, that efforts
of that sort are dearly needed. It appears, however, that
asking questions about behaviors that are very commonly
practiced is nonetheless politically very difficult.

In terms of understanding and arguing why that sort
of data are necessary, I would offer two or three arguments
that the committee found persuasive. The first is that the
argument that if we had good seroprevalence data -- which we
don't -- we would know how the epidemic was affecting the

population and where it was moving and therefore we really
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don’'t need to know about the behaviors, is faulty for a
inform reasons. First, the seroprevalenée data tell us
basically where our intervention efforts have failed. They
tell us who has got infected. They don’t necessarily tell us
who is protected. They tell us who is not infected. If we -
want to know whether or not the good citizens of Wyoming have
a low prevalence rate because they have behavioral patterns
that insulate them from infection, we can only know that by
asking the questions.

Similarly, if we wish to know if the hundreds of
millions of dollars that are being spent on intervention and
education efforts are having an effect, we need to know
whether or not the behaviors that they target are changing
over time. And if you want to know whether or not people are
using condoms when they have sex in situations that are
risky, there is no other way of knowing, at least that we
know of, than asking the quegtion. In this situation,
modesty doesn’t seem to be a virtue that ought to be given
high priority.

We find a similar set of issues, although they have
a slightly different cast -- and since Don is here I'm not

going to go into them at great length, since he is much more
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knowledgeable that I am -- but we find when we look at drug
use behavior a similar situation, although in this case
apparently affected by the ebb and flow of interest in drugs
as a problem in this society, with drug wars being declared
and then being left to wither, or victory being declaredl We
see research funding that rises more precipitously than there
probably are able investigators to absorb, and then equally
quickly dropping off. So that much of the data we have
either doesn’t exist or isn’t readily accessible.

One simple anecdote to illustrate that point, when
the committee went to assemble the available data on drug
using behavior, we discovered that an archive had been
established to hold out all the data sets on drug using
behavior that have been funded by the federal government in
the last 10 years. We we went to the archive, we discovered
the archive had been closed for lack of funding.

The third and fina} area in which the committee
focused considerable attention as it related to research and
data gathering had to do with the evaluation of the effects
of intervention programs. The committee was very concerned

that what we have seemingly done in the last 10 years is try

as hard as we can to intervene to stop the infection using
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the best ideas we had as to what would be effective. But we
have not at the same time made a commitment to doing the
science that should have gone along with that to tell us
whether or not our efforts -- our individual efforts -- were
working, and which efforts were working best.

There has been over the last 20 years a substantial
advance in the use of experimental and guasi experimental
designs to evaluate the effect of social programs. The
examples range from studying the effect of negative income
tax to looking at the effect of early intervention and early
education such as Headstart for children. We have a large
body of research finding, and a fairly goocd methodology for
understanding whether or not when, for example, you send out
a brochure to every household in the United States you have
produced the effect that you want to. It remains the case
that we still to this date have not mounted a reasonable
rigorous program of carefully controlled studies to assess
the effectiveness of the intervention The fact is we are now
paying large amounts of money for.

The committee felt that this was an area in which
remedy could be quickly had, and indeed, the Centers for

Disease Control asked the committee to undertake a special
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study to advise it on how to do evaluation studies of the
major intervention programs it is launching. A report of
that has been separately issued, and I believe each you have
received a copy of it. The committee feels that that is one
of the most important things to see done, because it islonly
by evaluating what we are doing now that we can put more
money into the programs that are working, redesign or
eliminate the programs that aren’t working, and over time
develop a better basis for understanding what intervention
works and how you go about the difficult task of changing
behavior in an area which is highly charged both emotionally
and personally.

In that light, I would like to conclude by noting a
few things that we are doing and noting the sometimes
difficult situation that the behavioral and statistical

sciences find themselves in with regard to funding. In terms

. of changing behavior, one of. the things that was of great

interest to me recently as I a looked at the studies that
have been done of sexual behaviors in monogamous couples
where one was infected with HIV was t6 note that a very large
proportion of those couples, despite counseling as to tﬁe

dangers that attach to unprotected sex, still engaged in
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unprotected sex.

And I recently had occasion to talk to one of the
project directors for one of the large cohort studies, and I
said tc him, I was reviewing the studies done and I noticed
that your studies show thét you have got 60, 70 percent‘of
the men reporting unprotected anal intercourse during the
last year. Did you follow-up on that? What are you doing?
Why is this occurring and what are you doing to understand
why it is occurring and to alter that behavior?

And he told a long story, the bottom line of which
was, we find it very difficult to obtain funding for
behavioral research of that sort, funding an NIH agency which
supports the cohort study, because we understand these cohort
studies to be natural history and the Institute understands
its mission to be natural history, and behavioral science is
not a large part of the mission of the Institute, and
therefore, this has been an area in which funding has been
extremely hard to come by.

I would close by noting that the committee has
another report which will be issued in June looking at what
we believe to be the major issues for the epidemic in the

next 10 years, and looking at some key target populations
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where we believe there are important issues that deserve

attention. Unfortunately, and I apologize for doing this,
but particularly with Sam here, I certainly couldn’t tell you
anything about what is in the report before it is reléased.
But we’ll be sure that all of you have copies of it as éoon
as it comes out.

DR. THIER: Thank you, Dr. Osborn, that concludes
what we had to say.

CHAIRMAN OSBORN: Well, I want to thank Dr. Thier,
Dr. Weiss and Dr. Turner very much for extraordinarily
succinct and rich testimony, and I think the Commissioners
may have lots of questions.

I want to welcome Dr. Rogers who has made it
safely, and the other Commissioners who have come in since we
started. Questions. Harlan Dalton.

COMMISSIONER DALTON: I have four questions for Dr.
Turner. The first two are rpally quite simple. In the
information given in our briefing book, I understand that
there is a second report that is to be put out by the panel
on evaluation of AIDS interventions. 1Is that out yet?

DR. TURNER: No, it will be out about the beginning

of July. It is in our review process, which is to say that
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half a dozen people are deciding whether or not they like it.
That report is a supplement to the first‘report, which looked
at experimental methods for evaluating AIDS intervention
programs. This one focuses upon non-experimental or quasi
experimental methods, that is, methods that don’t requiré
random assignment of subjects in different treatments.

COMMISSIONER DALTON: The same question with
respect to the report of the panel on AIDS Intervention and
Research.

DR. TURNER: That report will be released on June
20th.

COMMISSIONER DALTON: Okay. And I take it we will
have copies of both of those?

DR. TURNER: As soon as it is available.

COMMISSIONER DALTON: The third question, moving
right aiong; Clearly one of the gquestions with respect to
the development of new drugsithat is central is whether or
not with the availability of parallel track persons will in
fact much prefer parallel track over controlled clinical
trials. And my question is whether or not the Research
Council or other behavioral scientists have focussed on that

question of how people in fact behave when given a choice of
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two ways to go in terms of experimental drugs?

DR. TURNER: Well, that is not a question which
goes to my particular competence as to the clinical side of
it, but I would offer two comments, and then Robin and Sam
may wish to offer their own. We do note that it is very-hard
to run experiments in situations where the stakes are large
for the subjects. We believe, and the committee recommended
even in areas where what is being offered are education and
alternative types of interventions that are behavioral, that
there are situations in which it is perfectly appropriate,
including situations in which there just is not enough to go
around, when there is not enough to go around of whatever it
is, then clearly some method has to be developed for deciding
who receives., And the committee felt that it was reasonable
in those situations to think about devises that randomized,
essentially.

On the other hand,iwe do know that compliance to
treatment regimens in any circumstance are often large --
that is noncompliance -- and that these ultimately work
against the ability of the design to yield the answers that
it is intended to produce.

COMMISSIONER DALTON: My question really is, you
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say "we know," I have seen assertions on both sides. That
is, assertions that individuals given the parallel track will
vastly prefer that to controlled studies, and I have seen the
opposite assertions, and I'm just asking is there a body of
data looking at this question?

DR. WEISS: I think that falls into my bailiwick
somewhat in that that is an empirical question, and the
question really is what mechanism is being set into place to
watch as the drama unfolds and really ascertain whether
people -- I guess another way of framing the question is will
clinical trial accrual be hurt by the availability of
parallel track drugs. And I don’t believe we know the answer
to that question. I think with DDI, which was not officially
a parallel track drug but which was sort of the prototype of
the parallel track, the clinical trials weren’'t up and
running so that the race didn’t have an even start. I think
there are advantages to being in clinical trials that some
people may perceive over parallel track, and some of those
advantages -- well, our committee felt that the advantages of
being in parallel track and the advantages of being in
clinical trials were still more available to people with

private doctors and health insurance and in higher
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socioeconomic circumstances than others. So that parallel
track will not solve problems of access to drugs. It will
probably make access easier for the same group of people who
are for the most part participating in trials. But again, it
is an empirical question and I think the trick is going fo be
to watch in a systematic, planned out way as parallel track
unfolds, and not just sort of ask the same question two years
from now and not have the data.

COMMISSIONER DALTON: Thank you. My final question
for Dr. Turner is -- and maybe it is because my coffee hasn't
kicked in -- in the part of your testimony in which you were
essentially making a pitch for son and daughter of Kinsey, I
guess I want to ask you specifically what it is you would
like for this Commission to do in helping that guite stalled
project get off the ground?

DR. TURNER: Well, I think it is for the Commission
to decide what its politicaliagenda is, but I would say that
it is clear that the survey has not -- the pilot for the
survey has not yet happened, and that is despite the weighing
in of various prestigious scientific-bodies. And I would
think that it is for you to figure out how you could work out

your own agenda on that issue. I'm just punting the
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question, obviously.

CHAIRMAN OSBORN: Belinda Mason.

COMMISSIONER MASON: My question is for Dr. Weiss.
In your part where you talked about the Roundtable, I think
it was, you mentioned that you were exploring some of thé
obstacles to drug development for opportunistic infections.
As a person with AIDS, that was very alarming for me to hear,
but I am really not surprised that profitability has in fact
driven the market for drug development as opposed to
humanitarian goals or whatever.

Since all people with HIV infection die from
opportunistic infections rather than the underlying HIV
disease, it seems that it is pretty important for somebody to
take up the banner of figuring out why we don’'t have more
drugs and figuring out how we can get them. So apart from
having a roundtable and saying you guys should work on
development of drugs for OISif what can you really do?

I mean, what can you really do except say you ought
to QO it? I mean, if the underlying assumption -- it seemed
like to me when you said it in the testimony it was just a
given, you know, that it was not even a thing that should be

questioned, that opportunistic infection drugs are kind of
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step-children. So I'd like to hear you elaborate on that a
little bit and give me some ideas about how you are geing to
really bring people into line about this. If it is going to
be all about money, then we can’'t get people in the boat,
because the money will never be in that kind of drug. Bﬁt
those in fact are the drugs that save peoplés lives, as
opposed to DDI and AZT.

DR. WEISS: First of all, I don‘t want to give the
impression that those kinds of decisions are completely
driven by the marketplace, because there is another force at
work, which is this. It is the theory that if we find a drug
to treat HIV infection, that will take care of the problem of
opportunistic infections, so it is alsc a scientific and in
some sense humanitarian decision to concentrate -- if there
are limited resources, to say, let’'s find a drug that defeats
HIV infection and therefore we won’'t have to worry about
opportunistic infections. SP that theoretical underpinning.

Then, for any given company with a limited amount
of resources, once they make that decision they have much
less left over to look at drugs for opportunistic infection.
I do think also that assessing the potential market always

plays a part in private enterprise, and that that is also a
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consideration. And again, the other kinds of obstacles are
the fact that opportunistic infections réally comprise a
large number of infections that are very different from each
other and smaller numbers of patients get them, so there are
sort of scientific obstacles to conducting the research.- And
investigators, because opportunistic infections used to be
rare, haven’'t grown up to fill the need yet in terms of
supplying the number of researchers needed.

Well, there are two things that we are doing --
actually three considerations. One is this idea that arose
in the consortium report. The question there was should
government sort of provoke consortium approaches to research
that won’t happen by themselves in private enterprise. And
we -- I think the Roundtable.has a responsibility to
follow-up on that report and sort of see how that will
evolve, if that will evolve into any program that could
catalyze more research.

Another is, in the NIH study one of the questions
has to do with allocating resources among pathogenesis,
vaccine development, drug trials and opportunistic drug
trials. And so that is another group that is looking at

whether or not they believe that NIH in this case should be
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putting more money into opportunistic research.

And the third avenue is again the Roundtable, which
I believe in the next year and a half will be looking more at
the scientific obstacles, and that might eventuate into some
recommendations about stimulating the development of moré
training programs in that area, or other ways to increase
opportunistic infection focus.

DR. THIER: Let me point out, this is not unique
problem to the opportunistic infection in AIDS. This is a
problem that has been faced in, quote, "orphan drugs" for
some time. That is, drugs that if they were developed would
be attaching to populations, in other cases, that were too
smali to make it viable. There are a series of incentives
and disincentives that you can build in, and what I would
recommend is that you examine those carefully. The companies
do respond. They will not respond as a sinking kind of
circumstance; but they will Fespond to incentives and
disincentives which will allow them at least to keep afloat
and to get into that area.

So I think that I would approach this as I would
approach the orphan drug problem and say that when you can’t,

through the usual marketplace kind of activities, have the
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development of a drug, then you need to stimulate it through
other mechanisms, and it has worked in at least parts of the
cancer community.

CHAIRMAN OSBORN: And Dr. Thier, I think it might
be helpful, not everybody is aware of the freestanding néture
of the Institute of Medicine and National Academy as opposed
to government agencies, and that may be part of Ms. Mason's
concern, is there are people who think £hat the Institute of
Medicine has a governmental authority of some sort, and you
might want to clarify that.

DR. THIER: Yes. We have no authority. But for
anybody who is not clear, the Institute is part of the
National Academy complex. The National Research Council is
under the National Academy complex. We are a private sector
independent group.

COMMISSICNER ROGERS: 1I'm sorxy I wasn’t here to
hear my distinguished colleagues. A question for both Sam
and Robin. This follows on Belinda’s question.

Robin, is part of it lack of investigators?
Clearly we have got too few docs willing or able to take care
of sick people with AIDS. Does the same apply in terms of

the studies of opportunistic infections? Do we not have
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enough people who are well trained in that area?

DR. WEISS: My understanding is that it is not so
much lack of willingness as it is just lack of a critical
mass of trained investigators whose major interest is looking
at opportunistic infection in immune compromised personsp So
there is a potential role there for increasing training in
that area.

DR. THIER: As you know David, that was an area of
specialization which developed during the development of
aggressive cancer chemotherapy and transplantation, which
became the two groups of immunocompromised people, and we
always had a shortage. Now with the expansion of the need, 1
don’t think we have met it at all.

CHAIRMAN OSBORN: Don DesJarlais.

COMMISSIONER DESJARLAIS: This is something of a
follow-up to Hérlan‘s earlier question about access to
clinical trials and parallel. track.

Robin, you mentioned that we don’'t really know what

that access is now, it is an empirical question, and my

gquestion then would be what mechanisms are currently in place

to study that question over time, of who is getting into

clinical trials, who is getting into parallel track, and who
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is being left out.

DR. WEISS: Well, as you probably know, the
parallel track proposal -- and Jim Allen can tell me where it
is right now, but I think it is out of the Secretary’s office
and on to someplace else -- but it is not in gear yet. So
there is no mechanism in place yet.

But I must say that as written, and certainly as
carried out in its prototype form by Bristol Meyers Squibb
for DDI, the drug company is responsible for collecting a lot
of information from physicians, who are the ones who give the
drug to the patients. So, first of all, the drug industry is
the first level of information collection.

But in terms of looking over the whole system and
comparing what happens with parallel track to what happens in
accrual to potentially competing clinical trials that may be
conducted across drug companies and within the NIH ACTG
system, I don’t think that tpere is a comprehensive mechanism
in place that will start up when the parallel track proposal
is put into gear.

DR. THIER: One problem that I would just add to
that -- and you may wish to communicate with him -- Peter

Barton gave a presentation at this expanded access conference
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in which he looked at the variations available for alternate
ways of getting experimentai drugs in critical illnesses, and
came up with the fact that there were a minimum of six to
seven different programs with different rules and entry
points and overlaps, and doubted if there was any singlé
person who could explain all of them. And it seems to me
that we are at a point here -- and this may be a good way of
getting at it -- where that.whole system needs to be
rationalized, and in that rationalization you might save a
lot of administrative complexity and put some of that into
the tracking of these dafa.

COMMISSIONER DESJARLAIS: It doesn’t really seem
like there is going to be anybody collecting data from people
not getting into care, but who perhaps should be getting in.

DR. THIER: I think Charles was making that point
in another way.

CHATIRMAN OSBORN: ﬁarlan, and Don, and Dianne.

COMMISSIONER DALTON: I have a couple of questions
for Dr. Thier. You were maybe a little bit modest before in
talking about the lack of, or suggesting some lack of
influence on the government of the IOM. Among other things,

I gather you all are charged to evaluate the NIH’s health
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AIDS research program, and so you certainly have some
influence, and it seems to me it is worth our time to press
you about these issues.

The specific question I wanted to ask you has to be
with incentives. 1In response to Ms. Mason you pointed dut
that with respect to orphan drugs traditionally, and
certainly in the context of AIDS, there are incentives that
can be managed to try to get companies to operate in an arena
that otherwise wouldn’t be profitable. My question has to do
with incentives that would operative on scientists, on
researchers. One gets the impression from some of the
literature that working in opportunistic infections is not
particularly sexy for scientists, that the Nobel prize is
going to go to the person who comes up with a perfect
antiviral and certainly to the person who comes up with a
vaccine, and that slogging around trying to deal with
opportunistic infections is not really a career maker, or for
that matter, is remunerated as some other activities.

Now, that may be wrong, and I would be happy to be
told as much. But what can be done about adjusting the
incentives for research by scientists so that opportunistic

infections can receive more than, what is it, it is certainly




































































































































































































































































































































































































































































































































































































































































































































































































