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MALE VO CE: W'd like to start this extraordinary
session on “20 Years of HIV Science” and | guess you’' ve all
been | ooking at the program You ve all been inpressed by the
people that will be here. Nelson Mandela will come. Do not
worry. He will arrive a little bit late, but he will cone and
it’s now nmy extreme pleasure to introduce our special guest
that will chair this meeting, Professor Robert Gallo and
Prof essor Luc Montagnier. As you know, they are the co-
di scoverers of HI'V, which is a trenmendous acconplishment, but I
also think that they have a | ot of other acconplishnments and
this is upon ne (m sspelled?) to introduce the first speaker,
but before doing that, I’Il get you a little, 1’'Il get the
exact order of speakers from Al hanbra (m sspelled?), but we’ ve
got to do a brief introduction first, then Dr. Anthony Fauci,
whose is also a first one of the nost preem nent paranmedical
scientists in the world who will give the keynote |ecture on
HI V and AIDS 20 Years of Science. He will be followed by a few
i ntroductory remarks by Professor Luc Montagnier and then we
will have M. Mandel a, President Mandela here. And 1'd like to
introduce Dr. Gallo to do his introductory remarks. As | said,
he has had an extraordinary scientific career in virology. He
not only discovered H V; he discovered a nunber of betavars
(m sspelled?) as well, including Helv (m sspelled?). He's made
ot her great contributions; data growth factor (m sspelled?)

bei ng one of themand | don’'t think we would be where we are in
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virology if he hadn’t been there and if you |l ook at this
acconmplishment, it could actually fill 10 cc (m sspelled?).

just found out how he does it because his watch is about five

m nutes fast, but 1'd like to introduce you to him
(unintelligible). I thank you for com ng.

ROBERT C. GALLO:. Thank you very nmuch. We have to be
on tinme and if there’'re a few m nutes for general remarks
before the introduction of our first special |ecturer, Dr.
Fauci. | first want to thank President Lange and al so Dr.

Kazat chki ne and M. Peter Hale for their kind invitation and
for making life so easy while I've been here in Paris. The few
general remarks | want to make go back in time to beginning
with the late 1970s and |I'd like to see if we can take | essons
fromthis period. At that time, a dramatic shift in thinking
occurred in the scientific community, when it fostered three
viruses. The first virus was that viruses, which were once
suspected as possi ble causes of some human cancers, in fact,
never caused human cancer was (unintelligible). Evidence of
this was the closure of the Virus Cancer Program of the
National Institutes of Health in conclusions at various
scientific meetings, particularly in the United States. The
second virus was that retroviruses, which caused many
interesting diseases in animals and were | ong sought for in

humans, in fact, did not exist in humans. Wbrse it stated that

human retroviruses could not exist. The third and nost
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troubling virus was that m crobes causing serious epidemc

di seases were no |longer a problem for us; nanmely those people
in the industrial world. This is evidenced at the tinme, by the
closure of the Departments of M crobiology in several U S.

medi cal schools and the threat of the reduction of closure for
the Center of Disease Control in the United States and by
groups from Europe, including France that were in agreenment
with this thinking. Amazingly and ironically, within a few
years that is by the early 1980s these viruses were shattered.
Viruses were identified as involved in the cause of about 20%
of all human cancer. Human retroviruses, HTLVs were discovered,
shown to cause sonme forns of | eukem a and neurol ogi c di sease.
And finally, the greatest pandem c in history energed, AlDS,
ultimately shown to be caused by another human retrovirus, HIV.
It’s inportant to note that background is inportant,
technol ogi cal and so on, referred to a little bit by Dr. Lange.
A discovery of the new virus, and its evidence that it causes
di sease, can al nost never occur in a vacuum In the case of

H VvV, at |east for our group, it was preceded by about 13 years
of basic science ainmed to find human retroviruses, particularly
in the 1970s. This was two-fold really; it was the devel opnment
of sensitive and specific (unintelligible) for a human fetus
human (m sspell ed?) reverse-transcriptase, which could be used

as a footprint for a surrogate nother for a human retrovirus

and the devel opnent of techniques could grow primary human T-
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cells in rats cell culture for the first time, notably by the
finding of what we called T-cell growth factor, |ater renaned

| nterLeukin-2 or IL-2. For us, and | think for others, these
techni ques were very inportant for finding human retroviruses.
Unli ke, as was, in my opinion, naively reported in the current

i ssue of the journal, “Nature Medicine”. The eight viruses were
not found or discovered by a sinple electron m crograph.
Critically, first came the culture retrovirus and showi ng it
was uni que by Luc Montagnier and his co-workers. Second, the
demonstration that the new retrovirus found in ‘83 was the
cause of AIDS, that is for the (unintelligible) virus or the
Human | mmunodefici ency Virus, took another full year of intense
solid basic research, and recorded in early 1984, nineteen
years ago. Finally, in my mnd, it is notable that no

i ndi vidual or group were really responsible for finding the
cause or devel oping a blood test, and so on. Certainly in ny
group, and | think Luc Montagnier’s group certainly got
involved frominterest, maybe even by chance. Briefly, what are
the |l essons fromthis history? The first is that scientists
shoul d never believe they have concurred nature, to realize
that m crobes will always be with us and second; that the

m crobe could cone from any class. W shouldn’t be limted in
our thinking of particular classes not infecting humans. The

third I esson is that detecting a new virus nust follow by

denmonstrating it is the cause of a disease, and not just
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t echnol ogy, preparation and ideas. | believe this can be best
fulfilled in the future by the creation of centers of

excell ence in human bi ol ogy throughout the world, covering
every known class of virus. Each center responsible for new
epi dem ¢ di seases, especially a center with experience that
best fits the new epidem c problem or chall enge. Each center in
turn should be intent intimtely related through a few centers
in a few devel oping nations, as we are trying to do with a few
now. Finally, you know it would be great to have massive
funding for anti-HV drugs for the devel oping nations; this
nmust conme with massive infrastructure improvenment or we make
create new epidem cs of HIV drug-resistant nutants. New drugs
will also |likely be continuously needed and they are com ng,
particularly entry inhibitors. A preventive vaccine, in ny
view, is possible. Medical science can and will solve this
problem | believe there is now much nore, not |ess, reasons
for hope in this regard than only a few years ago. It is now
time, my duty, and nobre so ny great pleasure and privilege to
i ntroduce col |l eague, friend, nuch admred scientist, and
science adm nistrative |eader, Dr. Anthony Fauci. Tony Fauci
trained in New York at Cornell University. He studied

| nfecti ous Di sease and I mmnol ogy in particular. He took his
first and his last career job at NIH, the National Institutes
of Health in Bethesda Maryland in the U S. Specifically, the

National Institute of Allergy and Infectious Di sease, where in
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1984, he becanme it’s Director and continues to this day in that
job. You will of course note, that that institute also includes
the | argest AIDS effort (m sspelled?) in the world. Tony Fauci
is known by all his scientific colleagues as a |eader in the
field of HIV pathogenesis fromthe beginning to this day. He
has been wi dely recognized with a variety of awards for his
science contribution, including nmenbership in the U S. National
Acadeny of Sciences, but it does not end there. The super and
superb organi zational skills, brilliance and a tremendous work
ethic. He has conbined science and scientific adm nistrative

| eadershi p. More than anyone, he is responsible for bringing
into the field diverse scientists to work on AIDS. He was al so
the first to include the activist community in decision-mking.
He has been a house advisor for several Anmerican Presidents and
most recently, he played an inportant role in the devel opnent
of President Bush’'s $15 billion plan for AIDS relief. In

concl usion, Tony Fauci has been a marathon man of AIDS. It is
interesting that he also runs the marathon and it is now tinme
to let himdo a bit of that marathon.

DR. ANTHONY FAUCI: Thank you very much Bob for that
very nice introduction. | would Iike to thank the organi zers of
the neeting for giving me the opportunity and the honor to
di scuss with you the extraordi nary journey of 20 Years of

HI V- Al DS Sci ence. When M chell e Sebastian (m sspelled?)

asked ne several months ago to undertake this task, to outline
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in 25-m nutes ny inpression of what the salient features of
advances were in H V-AIDS, | really would see the daunting
task, but | did not realize until | started to dig into it, the
extraordi nary magni tude and scope of science that has been put
into H V-AIDS. Now | cannot prom se you that | wrote every one
of these 135,000 papers, but it seens that way. |If one | ooks at
the science, it really has various conponents to it. The first
component was plain, sinple observational epidem ol ogy. The
realization back in the sumer of 1981 that we were dealing
with a new di sease, as shown by these original norbidity,
nortality weekly reports fromthe CDC. Over the ensuing nonths,
it becane very clear that we were dealing with something much
nore than just handfuls of gay men in New York and in San
Franci sco, as the epidem ol ogy began to unfold involving
hemophi l i acs, infants, sexual partners of infected individuals.
And, in fact, what we see now in the year 2003, is npst
extraordinary and in many cases and in many sense, tragic. The
scope globally of this epidemc with nmore than 16 mllion
peopl e having been infected and currently 40 plus mllion
l[iving with H V-AIDS, now back in the early *80s, it was

uncl ear what we were dealing with. There were some far-fetched
t heories as to what the etiology of this strange and
frightening di sease was and it was only after patient ports

(m sspelled?) fromdifferent risk groups began to accunul ate

that it was very clear to summrize in this editorial that we

1, . . . L
kaisernetwork.org makes every effort to ensure the accuracy of written transcripts, but due to the nature of transcribing recorded
material and the deadlines involved, they may contain errors or incomplete content. We apologize for any inaccuracies.



The 2nd | AS Conference on H 'V Pat hogenesi s and Treat nent 9
Extraordi nary Pl enary Session

7/ 14/ 03

were dealing with a transm ssi bl e agent, but what transm ssible
agent. At that time, as Bob nmentioned, there were a number of

| aboratories involved in | ooking at retroviruses, and since
this was a di sease that was clearly conpatible with an atrophic
and i mmunosuppressant di sease, a nunber of | aboratories began,
with intensity, exam ning the possibility of an etiologic
agent, and this is got now very well known issue of science and
with nultiple |aboratories, including Luc Montagnier, and Bob
Gall o’s and others, he grabbed a circle around and really get
their arnms around the idea of this being a retrovirus. Now it
was the paper of Luc Montagnier, as shown here, fromthe EM

(m sspelled?), from Francoi se Barre-Si noussi, which shows them
clearly came from |l ynmph nodes from an individual that was then
grown in for blood |Iynmhocytes, that we were dealing with a new
agent that was not HTLV-1 and over the ensuing nonths, the
information that began to be gathered as shown by this cluster
of papers from 1984, putting the causal link of HIV and Al DS
definitively where we know it to be today, hence HIV, the

i mmunol ogi cal agent of AIDS. A few nonths later, this was
confirmed in San Francisco by J. Meaty (m sspelled?) and his
col |l eagues. We are tal king about 20-years of science, but we
really must remenber that science is a continuum and as all uded
to by Bob just a few nonents ago, we drew very heavily on

previ ous di scoveries, such as the Nobel Prize wi nning discovery

of reverse transcriptase by Renato Dul becco, David Baltinore
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and Howard Tem n. The ability to could grow T-cells long-term
in culture, was essential for our ability to isolate atrophic
viruses such as HV and also the realization that retroviruses
can, in fact, cause human di sease as shown here by the |Iink and
etiological cordiality (m sspelled?) between HTLV-1 and certain
types of |ynmphomas and | eukem as. Now what foll owed the

devel opment and the realization of H'V as a cause of AIDS cane
a succession of extraordinarily inportant observations that had
maj or i npact. Second to none, was the devel opnent of an

anti body test for H'V, which had a number of inmportant
implications. First and forempost is the protection of the bl ood
supply, but also the ability to diagnose HIV infection in
asymptomatic individuals to allow for appropriate screening and
appreciation of the epidem ol ogi cal scope and magni tude of the
epidem c that we were dealing with. The science of nol ecul ar

bi ol ogy, the nol ecular cloning of the virus, the determ nation
of the nucl eotide sequence opened up new disciplines for us,
such as the disciplines of nolecul ar biology and nol ecul ar

epi dem ol ogy, whereby we were able to determ ne the actual
origins of HHV. Wth HI V-2 directly linked to SIV in the pseudo
macaques and over the nost recent years, just the past few
years, the appreciation of the Iink between a virus in

chi mpanzees and HIV-1. In addition, this adversity of

het erogeneity, as shown by this bio-genetic tree, breaking down

the viruses of nmultiple sub-groups that has inmportant rel evance
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when one | ooks at the geographic distribution of H'V, early on
t hi nking that we had a homogeneous virus, what we now call the
bl ue (m sspelled?) sub-type has been a part of the United
States and Western Europe, but now we see from nol ecul ar

exam nation that the C-subtype is actually globally the nost
predom nant one. Mol ecul ar biology also allowed us to hone in
on the nine genes, the three structural and the six regulatory
genes, which are so inmportant in what followed in pathogenesis
and even today at this neeting, we are |earning nore about the
function of these inportant genes. What about pathogenesis?
This is probably the best-studied virus, literally, in history.
We’ve | earned an awful |ot, but there are many, nmany

chall enges. The first pathogenic observations were really
rather sinple. It was the link to the epidem ol ogy, an
appreciation that those early patients had an acquired cell ul ar
i mmunodeficiency that seenmed to be focusing on the CD4 positive
T-cells. If you |look at the right-hand side of this slide, it
was where we were in 1981, functional and quantitative
depletion of CD4 positive T-cells that we now know after years
of experience that the first virema is responsible directly
and indirectly for the insidious and inevitable evolution of
CD4 positive T-cells leading to the di sease that we call HIV-
Al DS. There are a nunber of proposed nechanisns for the | oss of

CD4 positive T-cells. Several of themare listed on this slide.

They are not nutually inconpatible with each other, and it is
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l'i kely an exampl e of many approaches, all of which are possibly
correct, but the one overwhel m ng clear observation is that

| ymphocyte turnover is increased in a state of hei ghtened

I mune activation, but why T-cells? The answer came early on
fromthese two classic papers that identify the CD4 nol ecul e as
a primary receptor for H' V. But with power over the next few
years because we knew, the field knew, that it couldn’t just be
CD4 al one because when you transect the gene CD4, for exanple,
into a nouse head, you did not get sufficient height infection
and replication. This led to a search of other receptors and in
this regard, | considered this and many of my coll eagues do,
one of the nost beautiful exanples of the convergence of two
separate fields. Investigating interesting and receptor biology
and those who are interested in cytercon (m sspelled?) biology,
particularly for soluble suppressors of H'V, which led to the
HI 'V co-receptor discovery. In fact J. Meaty and his coll eagues
early on in the epidemc were the first to recognize that a

sol ubl e factor could actually suppress HIV replication. There
is still work going on in sorting out the precise nature of

t hese factors, but the big breakthrough came with the discovery
of (unintelligible) in Bob Gallo’s Iab that (unintelligible)
data could directly block R5 viruses. We didn't call them R5;
we called them macrophage-tropic viruses at that time. But

simul taneously with this work for a number of phenonenally

interested and talented investigators who were working on
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receptor biology (unintelligible) showing by functional CDA
cloning could even identify what we now today know to be CXCR4.
A nunmber of other investigators |ooking at a receptor that

m ght bind the macrophage-tropic strain led to an appreciation
of the dual co-receptors and it was an experi nment of nature,
namely individuals who appeared to be relatively protected and
whose | ynphocytes could not be infected in vitro for the now
five hours that led to depreciation of the 32 (unintelligible)
whi ch narrowed down the inportance and the necessity to that
co-factor. That in and of itself, opened up yet again another
field, closing the |oop on the true replication cycle of HV as
shown in this slide with the need for the dual -receptors that
as in all science, it was nmuch nore conplicated than that.

First what this did was open up the door to understanding
things like cryptic epitopes, because it was the binding of the
virus of the CD4 which allowed for the confirmation of change
to allow then envel ope that binds snuggly the CCR5
(unintelligible). In and of itself that was inportant, but it

al so exposed cryptic epitopes that we are now perusing in
vacci nol ogy, which I'll get to in a moment, as well as

vul nerable targets |i ke the Hanpton Loop (m sspelled?), which
is now the target for therapeutic information with certain
peptides. So all of these things were connected with each

other, also the role of lynphoid tissue in the pathogenesis of

HI V. The appreciation that the virus continuously replicates in
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| ymphoid tissue, even during the quasi |atent period of H'V and
an appreciation of the clustering for the reservoir of HV in

| ymphoid tissue in patients who otherw se appear well. It was
not until the technical advance of being able to measure very
smal |l ampounts and very | arge amounts of virus that led to the
appreci ati on of the magnitude of viral turnover. The sensitive
PCR assayeds, together with the ability to study people before
and during therapy, led to the breakthrough work of David Hoe
(m sspell ed?) and George Shaw on delineating the rapid turnover
of (unintelligible) and CD4 | ynmphocytes |eading to this

mat hematical mring from (unintelligible) as shown on this
slide, which would have predicted that one could, in fact,
eradicate the virus if there was no further replication and if
there was not a reservoir that could continually be present to
bl unt and frustrate eradication. As a matter of fact, Bob
Cilacono (m sspelled?) and his coll eagues were the first to
recogni ze the inportance of the resting, (unintelligible)
infected CD4 positive pool, which I'lI|l get back to in just a
moment when we tal k about eradication. The new response to HIV
and (unintelligible) of inmmunity have very inportant conponents
of the scientific advances over 20-years. They’'re probably one
of the nobst frustrating and problematic. One fact | oons

prom nent, and that is the somewhat frustrating observation

that no infected, HI V-infected individual has ever been

reliably reported to have cleared HV follow ng the
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establ i shment of well-docunmented infection. So we’'re going to
show on this very famliar slide, we know we have HI V-specific
responses. CD8 responses, CD4 responses, neutralizing anti body,
the time to appear later on following the drop in virem a that
we see seem ngly associated with CD8-positive responses, but

t here appears to be an escape for each of these. There is sone
encour agi ng news. Some clinical observations that suggest
actually that there is potential for immune protection for

| ong-term non-progressors, the highly exposed uninfected

i ndi vidual s, such as the Canbrian, Kenyan commerci al sex
workers. I n addition, the tenporary control of H 'V after
treatnment of primary infection associated with CD8 responses,
as Bruce Wal ker and others have reported. There are a number
of ani mal studies, vaccine studies in non-human primtes. The
rel ati onship between CD8 response and the | evel of virem a,
such as when you deplete CD8 from chi nps, you have a tenporary
burst of virem a, also the passive transfer study using
neutralizing anti bodies. Now the treatnment of an HIV infected
i ndi vi dual . Perhaps the nost i nportant advance follow ng the
di scovery of HIV has been the road to affective therapy. It
started off rather sinply, screening already existing drugs,
such as AZT, which was nmade for an entirely different purpose,
the treatment of cancer and failed. This is the classic first

t aker showi ng the positive inmpact on nmorbidity and nortality of

AZT as a single nono-therapy. This is great news, but it was
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soon sobering news because the effect did not last, and it was
only in evolution of the realization and over time, throughout
years, that we needed conbi nations of therapies that would

| eave a nore profound drop in plasm virema as well as an
enduring affect, as shown on the right-hand side when the

i ntroduction of combination therapy occurred. This could only
have been occurred by applying what we now call targeted drug
devel oping ainmed at the targets on this slide. A classic
exanpl e of that was the basic science, the exquisite science
that went into the identification, isolation and ultimte
crystallization of the protease enzyne |leading to the ability
to tailor make a protease inhibitor that rapidly went into
clinical trials and led to new therapies. We see now, nost
recently, refusion (m sspelled?) the same phil osophy, the
identification of a vulnerable target in the fusion process,
which led to the synthesis of a peptide, which is now going to
become an inportant drug. This is a risk of the 22 fornul ations
and the 19 drugs that have been approved for HV. This is an
extraordi nary acconplishnment, but many chall enges remain. The
results have been remarkable. This is the drop in nmortality of
the United States and just |ast week, the European results so
strikingly simlar are of positive results. Getting back to the
guestion that | introduced a few m nutes ago of eradication

versus control. Can we cure this disease? Well in harking

(m sspel l ed?) back to the realization that we have probably
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many | atent reservoirs and sonme not so |latent. The studies from
Cil acono and others, a nunber of groups indicating that the
natural attrition of that reservoir will make eradication
extremely problematic, unfortunately, this has shown
scientifically in 1997 with three separate groups exam ned

pati ents who had been treated to the point of being aviremc
for three years, and unfortunately, in every one of those
patients, you could isolate replication conmbatant virus and to
make matters worse, when we enpherically stopped therapy,

al most invariably, you had rebound of virema to the |evel of
the original set-point, again making eradication very

probl ematic, which forced us to focus now on some of the
limtations and chall enges of the current anti-HV drugs, such
as those listed on this slide and I need not read themto you
because you are very famliar with them So the chall enges of
new and better drugs is an inportant part of our scientific
agenda for the com ng years. \What about prevention? Prevention
is indeed a science. And there have been scientific advances in
prevention from sinple education and behavior nmodification, to
the use of treatnment, such as the treatnment of an infected

not her and a baby at birth to block transm ssion, so in drug
abuse programs, the use of condons and cl ean needl es and needl e
exchange, topical mcrobicides. The treatnent of other sexually

transmtted di sease, but forenost anong challenges is the

guestion of an HIV vaccine. This is the cost of risk, of sone
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of the vaccine strategies that are being enployed and that have
been enpl oyed, but the stunbling bl ocks have been substantial,
this is an historical pathway of which we're still on that

road. Initially taking an anti body-focused approach and then
getting discouraged and gradually moving to a cell-medi at ed
approach and then now, in the future also, |ooking at both, and
et me explain what | mean. This has been a bumpy road. The
anti body focus had some problems. We could neutralize, but not
primary isol ates. When you vacci nate an animl, they made

anti body agai nst the honogenous chal |l enge, but not the

het er ol ogous chal |l enge. Neutralizing anti bodies rapidly, a
symmetric for escape nutants, and although we had nonot onal

anti bodi es about five, derived fromindividuals that clearly
were broadly neutralizing, we didn't know how, and still don’t
know how to reduce the inmmune systemto make those
sensitivities, and also there are nunmerous structural problens
with the envel ope thenselves that is causing us great
difficulty in being able to prinme for a adequate response. And
so early attenmpts at anti body focused vaccines were in sone
respects, unfortunately and retrospectively doomed to failure
because of either a |l ack of appreciation for a failure to
adequately address the points on this slide. Things were a
little bit more optimstic with cell-mediated responses, even

t hough CD8 coul d select for escape nutants and even though you

need good hel per cells, which are not necessarily around
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(unintelligible) disease, animl studies were able to protect
agai nst progression of disease, but not primary infection and
you are all famliar with those studies. So the currently

enpl oyed CD8 focused direction gives us sone consi derable
prom se, but it is not as itself adequate, which gets ne back
to this historical slide and where we need to go in the future
and the chall enges are extraordinary. For CD8, we nust have
novel designs for imunigens. We've got to | ook at how we
present antigen to CD8 cells, much nore difficult than that of
CD4 cells. We need a broader range of epitopes and for both
cell -nmedi ated and anti body; we need better antigens, but the
potential for marrying basic science. The classic vaccinol ogy
lies in the joining of nmodern day structural biology with
classic i munol ogy and we are starting to see that now. For
example, with the crystallization of the structures of what
happens when an anti body binds to envelope in the presence of
CD4. V\hat about the exposing of cryptic epitopes? Do we use
that to inform vacci ne devel opnent and nost recently utilizing
our knowl edge that there exists broadly reacting neutralizing
anti body in sonme patients to be able to use structural biol ogy
to point us in the direction of an appropriate inmuni zing
antigen? Now again to reiterate, a safe an effective vaccine is
absolutely critical and it is probably the nmost inportant and

difficult scientific challenge in AIDS research. Now | would

not be able to close without, for one mnute, reflecting on, we
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are tal king about science now, but the inportance of the role
of activismin H V-AIDS science. Which ny experience personally
and we experienced in the United States very early on, and it
was activismthat demanded that those who were infected with

H 'V, or who were at risk of infection, play a role in

determ ning the nature of clinical trials and the access to
drugs which could only be accessed through clinical trials, and
it was nore than a decade and a half ago that we decided to
address that problem W brought the activist to the table and
| can tell you from personal experience how clinical trials
process and the process of access is nmuch the better for it;

for history has a way of repeating itself, because this is what
we saw in South Africa a few years ago. The risk factor was
demand on the part of the people to whomit mattered for
treatment access. Sonething that is now the topic of intensive
and appropriate discussion here today at this nmeeting and
certainly throughout the world nost recently and so I'd like to
close with this line: W’ve spoken for the |last 20 sonme-odd

m nutes on the basic and clinical research associated with HV
over the past 20-years, but we nust keep in mnd, it’s

mandat ory that everything that we have done, that we are doing,
and that we will do in the future should and nust be directed
towards the conmon goal of all of us and that is the treatnent,

prevention and care of HIV infection. Thank you.

MALE VOl CE: Thank you Dr. Fauci for that wonderfu
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review. | don’'t think that anybody doubts that, that there is
any other person who could have done this. There is no other
person that could have done this better. | nmay get it wrong
here, but you know what | want to say. It’s now ny pleasure to
invite Professor Luc Montagnier to give his introductory
remar ks. He subsequently will introduce President Mandela to
t he podium Professor Luc Montagnier, |ike Professor Gall o,
(unintelligible) has the basis of 20-years of HIV science, this
was the first (unintelligible) in 1983 was a thing LAV, as sone
of you may recall, and he (unintelligible) as the cause of
AIDS. It’s hard to believe now, but this was initially nmet with
consi derabl e skepticismand | think that both Professor
Mont agni er and Professor Gallo are a testinmony to the fact that
persi stence pays. Professor Montagnier.

PROFESSOR LUC MONTAGNI ER:  Thank you Dr.
(unintelligible). In 1986, a few of us created the
| nternati onal AIDS Society in this very sane place on the
occasi on of the 2" International AIDS Conference in Paris. |
wish | get to see during ny life the (unintelligible). It is no
| onger necessary for an organi zed neeti ng on AlDS
(unintelligible) would be over. It is clearly it is not going
t o happen soon. Despite there are many advances in HI V-AIDS, as
just reported by ny coll eague, Anthony Fauci. We are still
facing a very (unintelligible). It means we (unintelligible)

have not been able to find ways to eradicate this disease
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(unintelligible) to make a preventive vaccine. O course, we
are not only responsi ble. We need also to nobilize the forces
of the war on this disease, the political world, the
(unintelligible) world and al so the generalized public opinion.
And | think we have (unintelligible) and we should be aware of
this. We, of course, have to design a rational approach for
preventing AIDS, this has been done by (unintelligible) |I’m not
pretending to be alone in this (unintelligible) but 1'd like to
mention that there are several steps we should go through in
order really eradicate this epidemc. O course, the first,
(unintelligible) is to make accessible to (unintelligible) to
all people, which really need it in the world, especially in

t he devel oping world. This, of course, involves a decrease in
the prices and this, of course, has been already started, but
it is nore difficult to achieve with the nost recent
(unintelligible) and | don’t see (unintelligible) being used in
Africa right now or for the comng years, but we need also to
set up structure, because we know that HIV is a |ong-Ilasting

di sease. We can nmonitor it by sonme foreign nations politica
parties and of course, we need structure to use
(unintelligible). This is unfortunately |lacking in nost parts
of the devel oping world. So this has (unintelligible). W need
also to tell people HIV is now a nedical specialty and needs,

of course, (unintelligible) fromthe devel oped countries to

devel oping countries. But we need also to do nore research
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because of course, we can see patients, especially those we

shall (unintelligible) for some time, but it is witten by Dr.
Fauci, (unintelligible) because we cannot dictate why they

actually use drugs for this infection, and this needs some nore

research to find a treatnment which will be progressively added
to this treatnment |like in a new drug, we have vacci ne therapy
and there are some other treatnments as well. But we have al so

to consider that it not sufficient to restrict

(unintelligible). W have to, | would say that nmost patients
are in an asynptomati c phase and those patients are not that
visible (m sspelled?) for the drug treatnment, the
(unintelligible) treatment and most of them do not know and

t hey just want to know whether they are (unintelligible)
chasing in may African Countries and also in Asia. Most people
do not what to be tested because they have no hopes to be
treated after the (unintelligible) will actually make them
stigmatized in their famly (unintelligible) so we have to
propose to everybody who is going to be tested, a treatnent. |
know it is difficult, (unintelligible) which needs to be broken
if he really wants to restrict the spreading of the epidemc in
many Eur opean countries, this also needs research and unl ess
(unintelligible) I"d like to tell you that early
(unintelligible), it is probably caused by HIV proteins; it
could be caused also by some other factors as well. So we have

to deal with that by the use of (unintelligible) Finally, a
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word for the vaccine (unintelligible) toward the AIDS vacci ne.

| could add somet hing, which also makes this nore difficult. It
is (unintelligible) are associated with those (unintelligible)
Finally, I"d |ike having the uni que pleasure and honor to

i ntroduce President Nelson Mandel a. Nel son Mandela is one of
the great nodern political |eaders of our tine.
(unintelligible) or the lifelong education to the fight against
raci al oppression and (unintelligible) throughout the world.
Today he’'s (unintelligible) fight against (unintelligible).
Thank you.

NELSON MANDELA: | wish to thank the organi zers for
inviting me to this prestigious conference on the advances in
HI V science and treatnment over the 20 years. The scientific
advances in understanding H'V, the virus that causes AIDS have
been truly remarkable. It denonstrates what we can do when
faced with a gl obal health crisis.

We now know nore about the virus. We understand nore
about the natural history of the disease frominfection to
death. We named the virus and (unintelligible) that have
al ready been undertaken to better understand the virus and its
implications to our lives. Science has set the ground for
i mproved prevention and care.

We know that there is still a long way to go, but

science has already given us the powerful tools to stop the

di sease. The problens is that the world is not using them where
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t hey are needed nost.

Consider the facts: 1The United Nations estimtes that about
75 mllion people are living with H' V. Second: 10,000 people
di e everyday from AIDS and third: Over 26 mllion people have
al ready died. 95% of themin the devel opi ng worl d.

These numbers are staggering, in fact, inconprehensible. By
all accounts, we are dealing with the greatest health crisis in
human history. By all measures we have failed in our quest to
contain and treat this scourge. And the disparity between its

i mpact in the devel oped world and the devel oping world is a
shocking reality that we cannot hide from In poor countries,

t he di sease i s weakening ravi shed, shaky econom es, worsening
fam nes, and orphaning mllions of children.

Why have we failed? What are we going to do in the end? It
boils down to one inappropriate fact. We have failed to
translate our scientific focus into action where it is nost
needed in the conmunities of the developing worlds, in the
poorest regions of the world. This is a gross injustice, which
cannot be tolerated. It is a travesty of human rights froma
gl obal scale.

The world must do nmore, nmuch nore on every front in the
fight against AIDS. Of course, it means dramatically expanding
our prevention efforts, but the nost striking inequity is our

failure to provide the lifesaving treatnent to the mllions of

peopl e who needs it nmost. It is our belief, and we are sure it
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is shared by most of you in this conference hall, that the

single nost inportant step we nust now take is to provide

access to children throughout the devel oping world. There is no
excuse for today. We nust start now.

We are happy to say that the usual excuse of |ack of funds
is rapidly comng to an end. The G obal Fund to fight AIDS, TB,
and Malaria is up and running. It has approved grants totaling
$1.5 billion over three years in 93 countries and have already
signed grant agreenments totaling $600 mllion to 49 of the
poorest countries in the world. This is a remarkabl e and
exceptional achievenment supported by all the governed nations
of the world, by private foundations, and increasingly by
private sector businesses.

On this subject, we need to recognize the | eadership of the
of the people of the United States, and if President George W
Bush, who has given in U S. emergency plan for AIDS relief. The
amount of $15 billion has been authorized over five years. It
is a crucial contribution to the fight against AIDS. This
guantum | eap in global funding has noved the debate from
hundreds of mllions of dollars to tens of billions of dollars.
At least $1 billion of this noney is earmarked for the d obal
Fund. We would like it to be nore, but we believe that this is
a floor fromwhich to start. If the G obal Fund delivers

results, and if other nations of the world and the private

sector contribute their fare share, there is nothing preventing
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the U S. from being persuaded to increase the proportion of the
$15 billion that goes to the Fund. W and the people of Africa
will follow the delivery of this critical commtnment w th great

i nterest.

Presi dent Chirac has joined the | eadership of President
Bush by commtting France to a tripling of its investment in
t he G obal Fund.

Europe as a whole has historically been a | eader in
devel opment assistance and it is now tinme for other European
nations to substantially increase their commtnments to the
Gl obal Fund. G ven the size of its collective popul ation and
econony, Europe should at least match it, if not exceed it, the
United States contribution. Likew se donor countries in the
Pacific Rimalso need to review whether their contributions,
mat ch up to expectations.

It is common know edge that the G obal Fund needs nore
money. We have spoken with the executive director Dr. Richard
Feachem and we are convinced that this is the ideal
mul til ateral partnership to finance a dramatically scal ed up
gl obal response to AIDS. It is incunmbent on all of us whether
public or private, individuals or organizations, big and small
to support the Fund in whatever way we can.

Through ny foundation, we will be running a fund-raising

canmpai gn centered around the Worlds AIDS Day on Decenmber 1 this

year. We are pleased to announce that the G obal Fund is a
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partner in this effort. W will ask people from around the
world to give one mnute of their life to AIDS, to hope to

nmobilize this effort, we have already invited some of the

| argest corporations in the world who support this effort and
we | ook forward to (unintelligible). This is nmy way of working
with the G obal Fund. What will yours be?

Wth regard to the delivering effective Hl V-AIDS responses
on the ground, we nmust sadly point out that many of the
countries that nost highly affected by HIV/AI DS have not done
nearly enough to fight the epidem c, especially in Sub-Saharan
Africa. This is conpletely unacceptable. It too is a travesty
of human rights. Yes these countries are poor, but we know t hey
have the capacity to do nmore, much nore. This is the | east that
can be expected. More inportantly, it is the |east they can do
for the mllions of our citizens struggling w th HIV-AIDS.
There are notable exceptions to this rule of course, | speak of
Uganda, Senegal and nore recently Botswana. These are countries
t hat have denonstrated | eadership fromthe very top and have
made remar kabl e progress in both prevention and care. Botswana
now has over 6,000 people receiving antiretroviral therapy.

| cannot end this address w thout mentioning our very great
concern about India, China, and Russia, which have rapidly
evolving epidemcs. If they follow the trends of Africa, the
results will be calam tous; not only for the countries

concerned, but for the whole world.
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These countries nmust |learn fromour many m stakes and al so
fromthose few countries that have succeeded in containing the
epidemc. One of the crucial |essons that we have learned is to
fight denial, stigma, and discrimnation with everything we
have got. We have al so recogni zed the inportance of voluntary
counseling and testing for HH V—+t is essential that every
sexual |y active person should know his or her HIV status.

Is it possible for political will to catch up with
scientific progress? Tinme will tell, but we put it to you that
there can be no other option. If we discard the people who are
dying from AIDS, then we can no |onger call ourselves decent
people. We nmust act now for the sake of the world.

Thank you.

[ SI NG NG | N AUDI ENCE]

[ END OF RECORDI NG]
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