
FACTS ABOUT EXPERIMENTAL AIDS THERAPIES

More than 100 drugs have been screened to find substances
effective in treating AIDS or AIDS-related conditions,
including: 1) antivirals, which may act against the HTLV-III
virus; 2) immune modulators, that might bolster the immune
system; 3) combinations of therapies; and 4) drugs that might be
effective against AIDS-related "opportunistic" infections.

Clearing a drug for use is a careful procedure. When a substance
shows promise in laboratory testing, a manufacturer seeks FDA
Investigational New Drug (IND) approval for human testing: for
safety on a small number of persons, then for both safety and
effectiveness on a larger group, including AIDS patients. If
these trials are successful, wider human testing is conducted. If
the drug passes all these tests, FDA gives its approval to a New
Drug Application (NDA) for marketing.

Drugs marked * have approved INDs; those with ** have approved
NDAs.

Antivirals: Ansamycin; BW A509U (Compound S)*; Foscarnet
(phosphonoformate); HPA 23* » Virazole (ribavirin)*; and
Suramin.*

Immune Modulators: Alpha interferon* ; IMREG 1* ;
Interleukin-2* ; Isoprinosine.*

Combination Therapy: Interleukin-2 + Suramin + Bone Marrow
Transplantation; Interleukin-2 + Suramin + Alpha interferon.

Opportunistic Infections
o For Pneumocystis carinii pneumonia (PCP): Pentamidine**;

trimethoprim-sulfamethoxazole**; DFMO (alpha
difluoromethy1ornithine)*; Fansidar*.

o For Cytomegalovirus: DHPG (9- 1,3 dihydroxy-2-
propoxymethyl guanine)*; Foscarnet.

o For Cryptosporidiosis: DFMO*; spiramycin*,
o For Kaposi's sarcoma: Alpha interferon; single agent and

combination chemotherapy; radiation therapy,
o For Mycobacterium avium-intracellulare: Ansamycin*;

Ansamycin and clofazimine*; rifampin.*

Future Treatment Efforts:—No effective AIDS therapy now
exists. Antivirals offer promise, but, so far, none has been
found to have a significant effect against AIDS in humans.

Future success could lie in aggressively attacking the
disease early by combining antivirals and immune stimulators. To
achieve effective therapy, carefully controlled clinical studies,
which insure maximum safety and effectiveness, will be needed as
well as more multicenter groups to perform the studies.
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A small but Jiito^groxxp of sc^ntists are in Washington
this week to discuss a national strategy for attacking the AIDs

virus. The meeting, which was organized by the |Sj^tional Academy
of Sciences, opened on a pessimistic note. NPR Science Correspondent

Laurie Garrett has more.
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AIDS researcher Willieun Haseltine, of Harvard University, opened

the meeting ~ highly unlikely

a vaccine against AIDs will be developed in the next ten years.

, , . s^cajcl ^So we have no choice, 17 nii««ii9llii i out to turn to rlmcfg ^fnr ^

of AIDS^Iiaseltine called for a national Ccuapaign to identify
the most promising drugs, test them, and put them in clinical trials.
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It IS simple and logical, said Haseltine.y^There are ten key pro-=—^—7

-=t5 ^ O teins in the AIDs virusj^;^ that means there are ten^key targets^
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Haseltine said the only immediate hope in the war on AIDS lies withP^

V rfi/^ng and devel^^pping^ a drug that can be taken regularly

fe'/AS

by people who are infected with the virus. Lir

/to^revent the virus from caa^ng

,AJD;^ In some parts of the world where over 5% of the adult V
\ ^ / DJ

population is already infected with the virus, every sexually V'rL<

active adult might be put on such drugs. It is the only.way to
^ A
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stop the epidemic. Nobel Laureate David Baltimore/ of the Massa-

cusetts Institute of Technology, said he was sympathetic with

Hsaeltine's ideas. But he felt they were impractical.

A It's very unlikely le-ser developed world."

To which Haseltine responded

A "It is implicit, national goal."
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But exactly who define# our natonal goals in the war on AJDS

remains unclear

Institute of Allergy and Infectious Disease, otilined a complex web

of federal agencies, coporate officers, and univey'sities around the

aerin^ our naronaj. goaxs in rne war on Aiub

. AAnthony Fauci, director of the na.Mional
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country involved in AIDS research. But nobody seems to be at the

top
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the battle against AIDS is %
>

being slowed by ego rights between scientists, the
CAmlY«'^nJSs ^ Ui^liVr -iriii 1 1 i 1 the lack ofof a clearli

coordinated national research effort. I Baltimore called for a

centralized AlDs masterplan federal academic,

government and corporate AIDS research. ^ Without such a strategy,

argued Baltimore, our epidemic will grow to astonis|»>ing proportions,

while scientists stand by fighting over drug developments and

profits.

A "1 believe in a n&tional will be compromised."

Qavid Barry, of the Burroughs Wellcome Company,



-3-

not pleased with gaUli dlLUu.'i.'jJjbAu.^Burroughs Wellcome manufactures
the only drug i* 'isc^i.^use against AIDS — AZT. Annual treatments
for AZT run about $] 0/000#.. ^

i«^f?drS5^>''pTs;QiaP'tSds.4^.J»««i3-iiete«ise-AbOTrt^-crcr?vi4^^
Barry defended the cost, saying his company spent over $200 M

O'i^developing and testing AZT before it was marketed. Any.^IDS drugs

will requiee cughj

Barry suggested the Federal Government look to Japan as a model

for drug development. There, the government directly subsidizes

p^J^rmacuetical companies, paying much, if not all, the costs of

drug research and development. Only through such subsidization,

said Barry, can the prices of drugs be held down.
>jL / jy 5o/i

The meeting will continue today, with TQym ."^ator^the ethics of
testing drugs on ]J}1 rn I i nml 11 niiil j i j 1 infected with the AIDs

virus^
In

Washi^ton, I'm Laurie Garrett.



GATHERED THIS WEEK INWASHINGTON TO DISCUSS STRATEGIES FOR DEFEATING
i

THE AIDS VIRUS. THE MEETING ENDED IN FRUSTRATION, WITH NO CLEAR

PLAN. NPR SCIENCE CORRESPONDENT LAURIE AGRRETT HAS MO|^E. <
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There is only one drug legally available to AIDS patients right

now — AZT. At least 10% of all AIDs patients can't tolerate the <ii(le
drug some estimates put that figure as high as 30%. \ oP

And ojmr\ for those who can tolerate the drug, it is not ideal.

At best, AZT buys AIDS patients some months, and limits the amount

of suffering they face. Everybody involved in AIDS research is

auixious to find a cure for the disease, or at lea^t a better treatment.
IJ ^ / O f <3P

There ^feg^about 80 drugs now in various stages of development ^

That sounds

encouraging. But Martin Rosenberg, of Smith Kline/

Beckman, a pharmaceutical corporation, says very few of the ^

drugs on that list look at all promising.

"Most of these....of a new drug."

At the moment, 90% of all the resources of the federal clinical

testing program are being put into AZT trials. The National Institutes

of Health and the Food and Drug Administration want to refine the

use of the drug. gg-i ct-g r'T-.a-rgor^ -H-t i o t.Tr.r>V » tti99-i-r.

jthaf- M->n r.TWT »'i-iiiim^Tnon^ 1-r^ 71^-og^-c -i |p-i gp1 , 7\g
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1 mniT Tni1~fil I \ith\T ■n/~>+- 1 cs-t- Aiy rn m^i-^n-FNobel Laureate David Baltimore. p«rte—i4, vWiy not let AZT manufac'tur^"^/^^^^^

VxiJ
Burroughs Wellcome do all those test^^It s a big copoation. And
it stands to make big profits. NIH, said Baltimore, should be

concentrating on other drugs. NIH officials said they
^ ^ so.v<, of- OA >^+€_ Ihh'

are beginning to test ^th'sr drugs, nntnbnly ddG/ which ir; 'limilar

and Alr-721. 2iis^sad irony is that these drugs are already
being used by AIDS patients — illegally. I Barry Gringell, of Gay

Men's Health Crisis, told the meeting AIDS patients are

increasingly desperate and frustrated with the slow pace of AIDS

dnug development and testing. OJrQ^

A-/Dj l^l(Kc:iC ,

"buL dlug testing, it turns out, is/0i/^JLp/ necessarily ~a"-«J^v7
process. To get valid inforflmtion about the safety ^nd use/ullness

of a drug, docto^aaust carefuMy oot n./ clinical t^^ls that\ ^ \ \
involVe large, numb^s of p^zt^ent^. And \pme of the pati/^nfes^ must
eeceive

new drud to. Usually

placebo, put plax^b^s^g,^^ many dodtorjST

^soim^thing SXientists carfi comp^e their
CK

Patient advocate Gringell oJiargedAZl' mar^ifa^;turer Bin^oiijhs Wellcome is not making
the drug available£15^a contr^2^^^ other dru^ jtests. A
Burroughs Wellcome spo^spe^j^fidenied the £^^rge, js^t admittecktheye have been
delays in getting AZT su^Ues to researchers irlv^ved in
clinical trials.
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But drug testing^^jA/XiWjae—is necessarily a slow process. Martin Hirsh,
of Massachusetts General Hospital, outlined the stefcd involved in setting^ i
up^linical trials of AZT,am<=>ng AJiDs paaitonLa v^iLir brain diiceriTPfj 7 It took
ten months, he said, to jump all the legal and bureaucratic hurdles,.

to get <^4-=..v-hq^ But Hirsch thinks thatmi was set up as

fast as is kumaiily poooihle.

A "If we take shortcuts.... none at all."

IrviXO ^
Somehow, said Hirsch, we to make the AIDS population understand that

K
all this is necessary. Wo arc moving" qo faot- ac wo can. There is no conspiracy,
he said, to slow things down or zero in on any one drug. Hirsch added that
Massachusetts General, one of the nation's largest hospitals, already

feels overwhelmed by the number of let^^-^trials it is involved in.
can't t^T^o rnnrr MBi^^ " Hrild Hir-^^hj—J^WiLliuuL addiLiuiial

r*
faciljtipa and pg'r-«=cnnnl Thnt ■--crCT-r-t-rTnorit-..Mac! «ar-ho<=>H by representatiVQS-
several of the nation's 7\Tnn cnntcy^. Jerry Friedland,

of Montefiore Hospital in New York, said ^oro aron't enough doctors-Hnd
HU1L.UL. in Llid united SLJL^b Loday trnlnod to gonduuL piupui Qiug—

Ik; ^<5s.V\0KS
-hv-iaic jj^c'impTy can't meet the Remands of the AIDs epidemic.

^1 ini rml tri-nliT

^!!^[^^cientists called for creation of some type of AIDS
research command post. Some company representatives cringed at the concept,

exp^ssing concern they would be jl'tfelioc^^to follow federal dictat/es. One
industry scientist suggested the government create a central respository
for samples of key chemicals and biological products useful in AIDS research.
a|-|f>-hVi^r sugg'srb-m-ii 7\nnrioTny nf—CcicnoQD—GOt —up an—nvprsi te.-
cnnmni gsinn t<a- —copiQiiiate the activitioG of indusLiy, acadeiuia and-

"govornment" irp~AIDS' researcli. Noteably, nobody mentioned the Presidential
AIDS Commission, and it was clear none of these sceantists fe&l that body
can or will play a vital role in directing the future of the AIDS epidemic.
The only hopeful note in this meeting was sounded by FDA Commissioner Frank
Young, who declared AIDS the number one priority of the FDA. ^oung aaid—-
thn FDA rl-illj ryh'-'-J I " l" ' ^ ot-voaTinl i no Hy-nrj .=< fm—ATDfi .

-io T.T^vV-lrTj T.T-i^-V. r.rqnr-^ir-y -.nvnen-rr-hQVc Pn finri nnl i-AIDS ar-Bg£L^

if



A "There will always....war on AIDS."

Despitg^-eeptsa®^ calls fdD,.,xioser cooperatio

"^d govei^^erVt, the meeting ermed on a spij^
a\goveriment-Ain repo^t^ry of qh^itdrc^ and !
\ / \ / ' I

complamts from\drug manuf^«ture:^s. Theiy s
be o<^grom(^sed^

In^Washington, T'"^ t-mr1 n GaKretfe-

A-r~J^ C^r^oroj-t^ (XCsJ^-^^icvr4,
^Over<-1 tr ^ <5('^ay-le4

/VtCU,
C^or<Aj/>0J-«=-4 /Ms-63jcWr7k <

A, ^^)/) ^ //(r c



#National Institute of Allergy and Infectious DiseasesBackgrounder
NIAID AroS CLINICAL TRIALS PROGRAM

Q. What are the goals of the NIAID AIDS Clinical Trials Program?

A. NIAID established the Clinical Trials Program to conduct
collaborative clinical trials of experiment^ therapies in persons
infected with the human immunodeficiency virus (HIV). The goals
are (1) to provide timely information to guide physicians in
selecting the most appropriate therapy, (2) to ensure that questions
of the highest scientific priority are answered, and (3) to develop
new agents from preclinical studies to final FDA approval.

Q. Who is involved in this program?

A. NIAID has enlisted many outstanding clinical researchers whose broad scientific
expertise is focused on the diverse manifestations of AIDS and AIDS-associated
conditions. These investigators are part of the AIDS Clinical Trials Group
(ACTG), a standing organization that can continuously develop and carry out
the highest priority, multidisciplinary clinical trials.

Q. Who else is involved in this Clinical Trials Group?

A. A second part of this cooperative group is the Clinical Trials Coordinating
Center, which uses a computerized data base system to rapidly pool and
analyze data, and closely monitor studies in progress. The third part of this
Group is the NIAID AIDS Program, which ^locates resources and provides
logistical support. The Group also receives input from other researchers,
industry, the Food and Drug Administration (FDA), and the public.

Q. Where are the clinical trials conducted?

A. The trials are conducted in AIDS Clinical Trials Units (ACTU's) located in 15
states and the District of Columbia. Some of these Units were originally
funded as AIDS Treatment Evaluation Units (ATEU's) and others were funded
as AIDS Clinical Study Groups (CSG's).

Q. What prompted the organizational change to ACTU's?

A. The changes were recommended by an ad hoc Clinical Trials Advisory Panel
that met in 1987 to review the NIAID AIDS Clinical Trials Program. The panel
recommended that, in order to more quickly meet the goals of the Program, a
cooperative group be established with ATEU's and CSG's as full partners
having increased responsibility for protocol development and implementation.



Q. How are drugs chosen for study in the ACTU's?

A. Information on a promising substance can be submitted by
investigators or pharmaceutical sponsors directly to the ACTG or to
the AIDS Clinical Drug Development Committee (ACDDC), an NIAID
advisory body that includes distinguished scientists from NIH and
academic research centers. Following review of the data for a
candidate drug, the ACDDC assigns priorities for further clinical
testing by the ACTU's in specific populations. Agents may be
proposed for potential use against HIV infection or against the
various opportunistic infections and cancers that develop in HIV-
infected persons.

Q. How are protocols developed for the ACTU's?

A. A protocol concept sheet can be submitted by individual ACTU
investigators, NIAID staff, pharmaceutical sponsors, or others to
the AIDS Clinical Trial Program Operations Office. The concept
sheet outlines the rationale and objectives of the protocol, study
design, eligibility criteria, treatment regimen, sample size estimate,
and logistical estimates.

Q. What happens to the protocol concept sheet after submission?

A. The concept sheet is submitted to the appropriate research committee of the
AIDS Clinical Trials Group, which evaluates the concept, and if it believes the
study is of high priority, appoints a protocol team. The chairman of this team
oversees development of the protocol, with input from the AIDS program, other
investigators, the pharmaceutical sponsor and the FDA. The final protocol is
reviewed by staff of the AIDS program. The committee also identifies
participating ACTU investigators. The final protocol must by approved by the
local Institutional Review Board (IRB) for each participating ACTU. Upon
approval, the protocol is activated and recruitment of volunteers can begin. In
many randomized studies, an independent Data and Safety Monitoring Board is
responsible for interim data review.

Q. How much time does it take to develop a protocol?

A. It depends on the size and complexity of the study. A phase III efficacy trial
is more complex and the protocol would take more time to develop than a
phase I pilot study, which is simpler and would require less time. Other
factors may delay initiation of a study. These include major design revisions
late in protocol development, problems with drug supply, special drug packaging
requirements, delayed FDA approval, or delayed IRB approval at local
institutions.

Q. How many persons are included in a clinical trial?

A. Generally, the numbers enrolled depend on the purpose of the
specific study. Phase I trials, which determine safe dosage and
possible toxicity of a drug, usually involve small numbers of
persons. Phase II studies may involve up to several hundred
persons and provide more information about safety as well as some
indications of efficacy. Phase III trials are even larger; they are



intended to ascertain precisely a drug's effectiveness, safety, and
most desirable dosage. In Phase II and Phase III trials, the
experimental drug may be compared with a licensed drug, another
experimental drug whose actions are known, or an inert substance
called a placebo. These studies are typically "double-blinded;" i.e.,
neither the investigators nor the volunteers know who is receiving
which substance.

Q. Why are placebo-controlled, double-blinded trials necessary?

A. Such studies are the most scientifically precise and efficient way to
determine whether an experimental dnig is producing a particular
effect or whether the results are due to variables or to chance.
Furthermore, placebo-controlled, double-blinded trials are highly
ethical and humane because statistically sound proof of efficacy can
be demonstrated in small numbers of people within a relatively
brief time.

Q. Do all the ACTU's do the same studies, and in the same way?

A. One, several, or all of the ACTU's may participate in a specific
study, depending on the protocol design and the study population
available. All procedures in multicenter studies are standardized,
including patient evaluations, use of specialized instruments,
laboratory techniques, handling of drugs by hospital pharmacies, and
data management.

Q. How are the results of multicenter trials coordinated?
A. The NIAID awarded a contract in September 1986 to Research

Triangle Institute, Research Triangle Park, NC, to set up the AIDS
Clinical Trials Coordinating Center (ACTCC). The ACTCC performs
all field monitoring, data collection and storage, and statistical
analysis functions that would be the manufacturer's responsibility in
a company-sponsored trial.
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