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RENARKS ¢
Forrast,

Attached is the letter from Phil with {nformation on MPO and EPO. Phil told

me over the phone that MPO showed no in vitro toxiolty (ICy, > 500 ug/ml) both
in the presence of and {n the sbssnce of virue. The data shown in his letter
only referred to ZPO in the absences of virus. 1In other words, only cells and
EPO were incubated together. The EPO experiments have been repeated. Please

let me know {f you need more information.

Merzy Christmas,
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December 16, 1992

Christopher Teeng, Ph.D.

Antimicrobial Chemistry Program Offiocer

Antiviral Research Branoh

Division of Miorobiology and infectious Diseases
National Institute for Allergy and Infeotious Dissases
National Institute of Health

Room 3JA22

8olar 3ldg.

Dethesda,

MD 20892

Daar Chgist

While minloperoxidasa (MPQ; ARD 92-187) hasg ho apparent inherent
cytotoxicity, eosinophil peroxidase (EPO; ARB 92-188) apparently
dgeal gn our assay for cytotoxisity the following values ware
obtained:

Cell  Ic, (ug/mi)  1C, (ug/mi)
Tt —nheutral Ted

line sual

UBp2 24 40
REpe 40 48
HEp2 e .
VERO 2¢ 24
VERO 62 17
VERO 33 94
MDCK 18 3
MDEX ] 4



















7  DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Heaith

Bethesda. Marytand 20892
Building: Solar
Room + 2A02
(301) 496-8213

June 1, 1992

J. T. Stephens, Jr.
Chairman and C.E.D.
txOxEmis, Inc.

Suite 1770

One Union Natiomal Plaza
Litte Rock, AR 72201

Dear Mr. Stephens:

Thank you for ‘your interest in AIDS treatment research. Outlined below are
the additional data needed to review your purified myeloperoxidase compound
pursuant to our telephone conversation on May 29th. As the Executive
Secretary of the NIH AIDS Clinical Drug Development Committee (ACDOC), I am
responsible for reviewing submitted information on promising agents for AIDS
that require further clinical development. The Committee was established by
Dr. Anthony Fauci, Director, National Institute of Allergy and Infectious
Diseases (NIAIO), to advise the Division of AIDS (DAIDS) regarding agents to
be studied in clinical trials sponsored by the AIDS Clinical Trials Group
(ACTG) and by the Community Programs for Clinical Research on AIDS (CPCRA).

The ACDDC is compased of both Government and non-Government experts. Non-
Government experts include ACTG and CPCRA investigators, thus providing
continuity and enabling speedier movement of drugs into clinical trials.
Drugs may be submitted to the Committee by sponsors in industry, academia,
and/or Government. Following a thorough review of data on each drug, the
Committee assigns it a priority rating. The criteria for evaluation irclude a
rationale, laboratory evidence of activity, safety information in animals and
demonstration of in vivo efficacy. The DAIDS decides which drugs will enter
g]inic:1 trials it sponsors, taking into account the recommendations of the
ommittee.

Because of the large number of suggestions proffered by individuals and
organizations regarding treatment of this disease as well as the substantial
time and effort required to review the relevant data, it has become necessary
to limit review of suggested therapies to those which have demonstrated
scientific merit. The ACDDC has established suggested guidelines for the
submission of data for review in order to analyze a potential therapeutic
candidate in a rational and objective scientific manner which will assure
optimal use of federal funds and patient resources. We strongly encourage the
inclusion of the requested data (listed below) in your submission. Material
which is imprecise will be of limited value to the Committee in fairly
evaluating your purified myeloperoxidase compound as a potential therapeutic
approach to AIDS.
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Please submit five (5) complete copies of the data to be reviewed (suitabie
for photocopying); however, if your proposal contains colored charts and/or
tabs we request that you submit 50 copies. This information is for the
exclusive use of the AIDS Clinical Drug Development Committee and the Division
of AIDS staff, each of whom recognizes the confidential nature of the
submission and his or her obligation to restrict the use cf this information
to the deliberations of the Committee and the Division of AIDS staff. A copy
of our confidentiality policy is enclosed for your information.

Please 1imit the packet of information that you send us to no more than 50 -
55 pages. If any of the submitted data have been published, the specific
references should be indicated where the data are presented in the body of the
submission, as well as providing a separate bibliography. You are encouraged
to submit reprints.

The information submitted should include a brief summary of:
18 Theoretici] background

A brief description of why your purified mye]ogeroxidase compound
"should be a) effective, b) safe, and c) feasible. For what condition
is the compound proposed? What is the purported specific mechanism of
action? For example, if the agent has anti-HIV activity, does it
inhibit reverse transcriptase/uptake, prevent release of virus from
infected cells, etc,? Similarly, if the agent is an immunomodulator,
specify the effect(s) on the immune system.

2. In vitro documentation of efficacy

Ideally, data from two independent laboratories should be submitted.
Please provide details of how the summarized studies were performed:
the specific assays used, reagents, cell lines, isolates employed,
parameters used to determine a positive or negative result (eg. the
background level in a laboratory doing reverse transcriptase activity
assays), positive and negative controls. Please identify the
laboratories where the testing was performed. If you have been unable
to obtain such testing we may be able to arrange for screening of
compounds for antiretroviral activity by the NIH or one of its
contractors.

3. In vivo documentation of efficacy

Data from animal studies, if any, indicating the safety, tolerance,
and efficacy of the proposed compound in conditions possessing some
similarities to AIDS. Again, in your summary of these data, please
provide details that will enable us to evaluate the agent: study
design, species, dose, route and duration of administration, relevant
pharmacokinetic data, length and frequency of observation, measurabie
parameters used to define outcomes.
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4. Preclinical pharmacokineties and toxicology

Briefly summarize acute, subacute, and chronic toxicology studies;
results of mutagenicity and teratogenicity studies; single and
multiple dose pharmacokinetics in animals.

5. Results of Phase I pharmacokinetic studies

Single and multiple dose studies; safety and tolerance. Describe
patient population(s) studied and how outcome measurements were made.

6. Results of clinical trials (Phase IB or later studies)

Summarized data should include: a) description of patient population,
b) eligibility criteria, c) study design, d) objective parameters for
both laboratory and clinical improvement, e) toxicity, f) concomitant
therapies allowed and utilized, and g) patient status at the
conclusion of the trial and at later foliow-up, if done. Emphasis
should be on measurable, quantitative parameters that can be
summarized in tables and clearly-marked graphs. Be specific.
Generalities such as "symptoms were reduced®, "antiviral activity was
seen”, "opportunistic infections were reduced", or "lesions of
Kaposi’s sarcoma were reduced” are of limited value.

7. Product formulation and availability

Data about the structure, formulation, stability-indicating assay,
shelf-1ife, and availability should be provided to assist 1in
determining the feasibility of conducting clinical trials with the
proposed agent.

8. Cover letter delineating your overall development plan for the
proposed therapy including the extent of AIDS Clinical Trials Group
(ACTG) participation anticipated.

Your compliance with these guidelines will expedite the evaluation of your
purified myeloperoxidase compound and will be greatly appreciated by the
Committee. Information should be sent to me at the address below:

Mary Anne Luzar, Ph.D.
Executive Secretary
AIDS Clinical Drug Development Committee
Division of AIDS, NIAID
Control Data Building, Room 2A02
6003 Executive Blvd.
Rockville, MD 20852
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Please note that future ACDDC meetings are tentatively scheduled for September
17 and December 10, 1992. We would appreciate receiving information on your
agent four weeks prior to a meeting date in order for it to be considered for
presentation to the committee. If a favorable consideration is given, you
will be contacted by the Executive Secretary about arrangements to be made for
a representative from your organization to appear before the committee for a
formal presentation.

Enclosed for your information are a Committee roster and charter, as well as a
set of guidelines for Biological Response Modifier Evaluation, the
confidentiality statement for members and a 1ist of ACTG and CPCRA principal
investigators.

Please contact me at (301) 496-8213 if 1 may be of any further assistance to
you.

Sincerely,

7//,, ;A{;ng% s
2 #
Mary Anne Luzar, Ph.D.

Executive Secretary

AIDS Clinical Drug Development Committee

Division of AIDS

National Institute of Allergy and Infectious Diseases

Encl. (6)

cc: Dr. Henry Masur
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Januazy 7, 1883

Jackson T. Stsrhens, JI.
Chairman, ExOxExis Inc.
1765 One Unicn Naticnal Flaza
Little Rock, Axrkansas 72201

Lear M:., Staghens:

As per cuxr phene conversation ef Tuesday, January 5, 18563, I want
te ru-cmpnasize that the z:pcz*a“.e c¥ 'centinuing rcsea:ch and
cdevelspment c¢f RBIV viricidas, such az M=C a-d 2?0, is
ac:k..c:svileé.g.efI ky us in the Natiocnal Institute c? Allergy and
Infacticus Diseases. I have discussad tha prasant :tata c?
davelopment with Dr. Antacny Fauel, Instituss Directer, Dr. Fac
Reichelder?sr, P*cg*az Virclogist, and Dr. Chuck Litterat, Drug
Davelopaent and Surval 113ﬁce Chief.

AS previzusly stated, we are committed tc do animal efficacy
studiss in the guinca pis zodel of Har $es8, W3 fael such anizal
nodel efficacy s*udies ars a legizal nexs step, and iZ these
compounds prevs pesitive in a Hespes mcdal, weuld genaratas
suppors and enthusizsz by the AIDS Clinical Drug DOVe’Cpmi“t
Cemmittea (ACDDC). We are rrapared to initiats animal studies
with an apo*ocriabe drug Zozmulation provided by yeu that will
vltizazaly ke employed in clinical gtudias,

We are also in agreemant wisth vour sclentific Direczer, Dr. 2eb
Allen, that animal studless ef lecal texicity r'llcw-“g vaglna
adminigtration are critical., Aas ycu are awara, increased
transaission ¢f HIV has been assccisted with cenditiens ci
abnormal vaginal cpithslium. T e rathelegy repert cn the rakbic
texizelegy studiss has reen cempiletad and yeu shculd be rece-»-ng
a ccpy <f tha rercyt srerily fr“m Dr. Nancy A’exa“de ¢ NICHD
The repcrt apparently dascrides censidaradle tagizicy with the
gal kase alone. Dr. Alsxander’s group dces nct foramulata
compounds, but, Dr. Allan has statad that the product (Bxact)
could be formulatad as a gel. It i{s unclear vhather the
formulation suprliiad to NI CJD was tastad in vitre 1=cr efficacy.
Again, it will ke impcriant to pexform texicity trials with the
ccapcund and fermulatien %2 ke used in the clinical 4ri



Purther testing can proceed as soon as we have received the
revised ocompound. Once the various contractors have received
this formulation, it will take approximately 3~4 weeks to
complete the cell culture work, and 3-4 months to complete the
animal efficiency studies. It .is highly likely that the ACDDC
will wish to evaluate the rasults of the animal efficacy studies
before making a decision to procead to clinical trials.

As we discussed, it is also important to continue the dialogue
with the FDA to understand what other suggesticns cr requirements
they may have prior to initiating clinical trials.

Again, I want to re-assure you that because this product and
approach are very prouising in preventing HIV-1l transmission, we
remain committed to assisting ExOxEmis s¢ that this concept and
product are develcped in a timely manner.

Sincarely,

)ﬁbsgzﬂkiJQcﬁ:F€=?;r7.

staven M. Schnittman, M.D.

Chief, Medical Branch

Division of AIDS

Clinical Research Program

Naticnal Instituts of Allergy
and Infectious Diseasas

National Institutes of Health

cc: Anthohy §. Fauci, M.D.
Pat Reichelderfer, Ph.D.
Chuck litterst, Ph.D.
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May 6, 1993

MEMORANDUM FOR SECRETARY DONNA SHALALA

FROM: Carol H. Rascbt’F Assistant to the President for
Domestic Policy

SUBJECT: AIDS Drug

As you will remember, I recently held a meeting in my office with
individuals from Arkansas and Texas to which you sent at my
invitation, Dr. Fauci and one or two others from NIH. The issue
was/is the development of a drug that has promise for preventing
the transmission of AIDS.

Dr. Fauci gave considerable assurances of cooperation and
timeliness during the meeting. Please see the attached which has
now come. Because of President Clinton's serious interest in
this matter, I would appreciate any additional information you
can get for me.

FYI: I have been told by Mr. Faulkner that the FDA person
working with them is Dr. Walla Dempsey who can be reached at
(301)443-9563.

Thank you.

































